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Description 

Field of the Invention 

[0001] The invention relates to automated, interactive 
cell processing systems and also relates to various nov- 
el components of the processing systems. 

Background of the Invention 

[0002] Cell processing includes steps where cells or 
cell elements are treated with different process chemi- 
cals or are washed and then separated from a liquid 
phase. For example, when preparing frozen erythro- 
cytes for transfusion, erythrocytes are separated from 
cryopreservativcs and other blood components such as 
white cells, platelets and sub-cellular debris. The entire 
process must be performed under sterile conditions that 
minimize the risk of contamination. Furthermore, whole 
blood is separated into its various therapeutic compo- 
nents such as red blood cells, white blood cells, platelets 
and plasma which are later transfused. There are differ- 
ent cell processing systems that process biological cells 
in an automated or semi-automated way. These sys- 
tems may use a controller connected to various sensors 
and valves for controlling the process and helping an 
operator to maximize the processing efficiency. Howev- 
er, these systems do not interactively adjust the process 
based on the amount or type of the processed cells or 
different processing conditions. 
[0003] Hospitals require a constant blood supply for 
transfusions. After donors provide blood, regional blood 
centers are responsible for ABO typing, infectious dis- 
ease testing, component manufacturing, and distribu- 
tion of red blood cells to hospitals. The hospitals again, 
test the A, B. AB, O blood group and cross match the 
available blood units to the appropriate patients. Since 
group O blood can be transfused universally, there is a 
high demand for group O blood, in general, and espe- 
cially in emergency situations where the delay caused 
by typing and matching is not acceptable. Furthermore, 
the processed blood has a relatively short shelf life of 
42 days, after which it may not be transfused. The bal- 
ancing of the inventory of red blood cells is extraordinar- 
ily complex. On a daily basis, the regional blood centers 
must match the demand for different blood groups with 
the available supply held at the blood centers, and at its 
hospital customer sites around the country. The individ- 
ual blood units are constantly moved within the system 
in order to match daily variation in supply and demand. 
In fact, individual units are frequently moved three to 
four times within the system before finally being trans- 
fused. Even with the best efforts by the participants to 
ensure that each collected unit is ultimately transfused, 
4% to 8% of all collected units outdate before transfu- 
sion and must be discarded. A processing system that 
would reproducibly convert A. B, or AB type blood to O 
type blood would satisfy a crucial need in this field. The 



availability of O blood cells would improve red cell avail- 
ability, substantially eliminate red cell outdating caused 
by the inability to match units with recipients within the 
42 day outdate window, eliminate the need for the fre- 
5 quent reshipment of blood units In order to match the 
daily supply and demand, and eliminate the need for re- 
testing for the blood type. 

[0004] European Patent Application 0 682 593 A1 dis- 
closes a method of washing salvaged blood by separat- 
ee ing higher density blood components from lower density 
blood components within a rotating centrifuge bowl. The 
separated blood components are washed with wash so- 
lution to remove free hemoglobin (Hgb), anticoagulant, 
cellular debris and other undesirable elements from the 
15 blood components. The previously separated blood 
components are re-suspended by braking the rotation 
of the centrifuge bowl to release the free Hgb, and other 
undesirable elements trapped in the red blood cell layer. 
The higher density blood components are then resepa- 
20 rated from the lower density blood components within 
the centrifuge bowl. The reseparated blood components 
are again washed with wash solution to further remove 
free Hgb and other undesirable elements from the blood 
components. 

25 [0005] PCT Application PCT/US96/0321 1 discloses a 
method and apparatus for the encapsulation of biologi- 
cally-active substances in red blood cells. As shown in 
Fig. 1 , the apparatus includes an optionally automated, 
continuous-flow, self-contained electroporation system 

30 (5) which allows withdrawal of blood from a patient, sep- 
aration of red blood cells, and optional recombination of 
blood plasma and the modified red blood cells thereby 
producing blood with modified biological characteristics. 
The present invention is particularly suited for use to en- 

35 capsulate allosteric effectors of hemoglobin, thereby re- 
ducing the affinity of erythrocytes for oxygen and Im- 
proving the release of oxygen from erythrocytes in tis- 
sues. The blood is introduced into the system (5) at inlet 
(11) and mixed with an anticoagulant (27). The blood 

40 and anticoagulant mixture is passed through a filter (1 8) 
and to a blood separation and wash bowl (44). Plasma 
and white blood cells are admitted into the plasma res- 
ervoir (89) while the red blood cells are retained in the 
wash bowl (44). The separated red blood cells are 

45 pumped out and admixed at junction (67) with an IHP 
solution from reservoir (50). This mixture is cooled by 
cooling coil (68) and then pumped to electroporation 
chamber (72) for treatment. 

[0006] U.S. Patent 5,671.135 discloses a program- 
so mable control module that may be connected to existing 
instrumentation in order to automate manual operations 
and/or perform new sequences of functions. As one 
specific example, the '135 patent provides for a pro- 
grammable control module that may be connected to a 
55 commercial cell washing machine, and which directs the 
automatic performance of steps required to enzymati- 
cally deantigenize erythrocytes. There are a number of 
advantages associated with the present invention. Val- 
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uable non-automated or semi-automated instruments 
may be rendered programmable by an add-on control 
module, thereby increasing the reproducibility of func- 
tion while reducing manpower requirements and avoid- 
ing the consequences of human error. Furthermore, the 
control module may be additionally connected to auxil- 
iary devices which improve the function of the host in- 
strument, including, for example, pumps, valves, or sen- 
sors (including safety monitoring devices). 

Summary of the Invention 

[0007] The present invention is a method or an appa- 
ratus for interactively processing biological cells main- 
tained in a sterile environment. Furthermore, the Inven- 
tion provides superior means for enzymatically convert- 
ing red blood cells of groups A, B. or AB to group O. The 
described cell processing apparatus and method also 
provide superior means for processing other blood cells 
such as white blood cells, stem cells, platelets or plasma 
for transfusion or transplantation. The Invention may al- 
so be used for separating culture fluid from micro-organ- 
isms in the production of biopharmaceuticals. In each 
case, the cell processing method or apparatus can ad- 
just the processing algorithm based on the type of the 
processed cells or the cell amount. Furthermore, the cell 
processing method or apparatus assure uniform and re- 
producible processing conditions for the processed cells 
regardless of the processed cell amount. 
[0008] In one aspect, an apparatus for interactively 
processing biological cells maintained in a sterile envi- 
ronment includes a supply module, a cell module, a 
processing module, a set of conduits, a plurality of 
valves, a plurality of sensors and a control module. The 
supply module is constructed and arranged to provide 
selected amounts of process chemicals. The cell mod- 
ule includes a cell sensor for measuring an amount of 
the biological cells supplied for processing to the 
processing module. The processing module is con- 
structed and arranged to process said biological cells. 
The conduits connect the supply module, the cell mod- 
ule and the processing module in a sterile manner and 
the valves control the transfer of the biological cells and 
the process chemicals between the modules. The sen- 
sors are constructed and arranged to detect the transfer 
of the biological cells and the process chemicals. The 
control module is operatively connected to the valves, 
the sensors and the processing module. The control 
module also receives data from the cell sensor and con- 
trols the transfer and the processing of the biological 
cells based on the cell sensor data, wherein the modules 
are constructed and arranged to prevent unwanted con- 
tamination of the cells. 

[0009] This aspect may include one or several of the 
following features: 

[0010] The cell sensor includes a weight sensor con- 
structed and arranged to weigh the supplied amount of 
the biological cells. The cell sensor Includes a volume 



sensor constructed and arranged to measure volume of 
the supplied amount of biological cells. 
[0011] The control module is further arranged to cal- 
culate amounts of the process chemicals based on the 
5 cell sensor data. The control module is further arranged 
to select an algorithm for processing of the cells based 
on the cell sensor data. 

[0012] The supply module includes several contain- 
ers constructed and arranged to hold the process chem- 
^0 icals, wherein at least some of them are in a liquid state. 
The process chemicals include an enzyme solution. The 
process chemicals include a saline solution. 
[001 3] The processing module includes a processing 
vessel constructed and arranged to vary its volume rel- 
'5 ative to a volume of the process chemicals and the cells 
transferred to the vessel for processing. The processing 
module may include a centrifuge. The centrifuge is con- 
structed and arranged to vary its volume by receiving a 
filling fluid arranged to occupy a selected volume. The 
20 filling fluid may be an expressor fluid designed to selec- 
tively express the process chemicals or the cells during 
centrifugation. The processing module is constructed to 
agitate, heat, cool or mix the processing chemicals and 
the cells. 

25 ' [0014] The sensors include an optical sensor, a pres- 
sure sensor, a mass flow meter, a weight sensor, a tem- 
perature sensor, a sensor, a volume sensor, a density 
sensor, a viscosity sensor or an electrical resistance 
sensor. 

30 [0015] The interactive system may further include a 
pump constructed and arranged to advance the material 
from the supply module to the processing module inside 
the conduits. 

[001 6] The supply module may further include at least 

35 one supply sensor constructed and arranged to meas- 
ure the amount of at least one of the process chemicals 
transferred to the processing module. The supply sen- 
sor includes a mass sensor, a mass flow meter, a vol- 
ume sensor or a density sensor. 

^0 [0017] Another aspect is a method of controlling op- 
eration of a cell processing system comprising a control 
module, a processing module connected in a sterile 
manner by a set of conduits to a cell module and to a 
supply module that provides selected process chemi- 

^5 cals, and several sensors providing process data to the 
control module. The method includes providing in the 
cell module biological cells; measuring an amount of the 
cells supplied to the processing module for processing; 
providing in the supply module process chemicals ac- 

50 cording to a processing algorithm; dispensing from the 
supply module the process chemicals to the processing 
module based on the measured amount of the cells; 
processing the cells in the processing module; and stor- 
ing the processed cell while preventing unwanted con- 

55 lamination of the cells during the dispensing and the 
processing. 

[0018] This method may include the following fea- 
tures: The dispensing from the supply module includes 



3 



EP 1 011 752 B1 



calculating amounts of the process chemicals based on 
the measured amount of the cells. The measured 

amount of the cells supplied for processing may be less 
than the amount of the biological cells provided in the 
cell module. 

[0019] In another aspect, a method of processing bi- 
ological cells in a sterile environment includes providing 
biological cells; measuring an amount of the cells sup- 
plied for processing; providing process chemicals ac- 
cording to a processing algorithm; dispensing the proc- 
ess chemicals based on the measured amount of the 
cells; processing the cells; and storing the processed 
cell while preventing unwanted contamination of the 
cells during the dispensing and the processing. This 
method may further include selecting the processing al- 
gorithm based on the provided cells. 
[0020] An optical sensor is used in an interactive cell 
processing system that includes a plurality of sensors 
arranged for monitoring and providing sensor data to a 
control module that directs processing of biological 
cells. The sensors including an optical sensor for char- 
acterizing a fluid transferred in a sterile manner during 
the processing. The optical sensor includes a light 
source, a light detector, a cuvette and a control circuit. 
The light source is connected to a control circuit and is 
constructed and arranged to emit light of at least one 
selected wavelength directed toward the fluid. The cu- 
vette is constructed as a part of a fluid distribution man- 
ifold that includes several conduits for transferring the 
sterile fluid during the processing, wherein the cuvette 
is constructed and arranged to convey the fluid. The fight 
detector Is connected to the control circuit and is con- 
structed and arranged to detect light was emitted from 
the source and has interacted with the fluid flowing in- 
side the cuvette. The control circuit is constructed and 
arranged to characterize the fluid In the cuvette based 
on the detected light. 

[0021] The optical sensor may include one or several 
of the following features: 

[0022] The light source and the light detector may be 
arranged in a transmission geometry. The light source, 
the light detector and the control circuit are enclosed in 
a housing. The housing is suitable for sterilization by 
gama rays or by other means. 
[0023] The fluid distribution manifold includes an In- 
tegral component constructed to be placed in close 
proximity to the housing and arranged to define uniquely 
the position of the cuvette relative to the light source and 
the light detector. 

[0024] The cuvette is made of an optical material suit- 
able for sterilization. The cuvette is made of an optical 
material suitable for sterilization using gama radiation. 
The cuvette and the fluid distribution manifold may be 
disposable. 

[0025] The light source and the light detector are lo- 
cated In a sealed housing constructed and arranged for 
wet cleaning. 

[0026] The light source includes a light emitting diode 



(LED) constructed and arranged to emit light of about 
560 nm and about 640 nm. The light detector includes 
a silicon diode. The optical sensor Is arranged to detect 
red blood cells in the fluid. 
5 [0027] The control circuit Is constructed to activate the 
light source and the fight detector to perform repeated 
measurements over a short period of time to increase 
precision of the characterization. The control circuit is 
constructed to calibrate operation of the optical sensor 
'0 after placement of the cuvette, 

[0028] The optical sensor is further arranged to pro- 
vide data to the control module to actuate re-distribution 
of fluids flowing in the conduits. 
[0029] Furthermore disclosed is a method of charac- 
'5 terizing a fluid transferred in a sterile manner in a conduit 
during processing of biological cells in a cell processing 
system. The method includes conveying the fluid in a 
cuvette during operation of a cell processing system, 
wherein the conveying Includes distributing the fluid in 
20 a fluid distribution manifold that includes several con- 
duits for transferring sterile fluid during the processing, 
and wherein at least one of the conduits is permanently 
connected to the cuvette. The method also Includes 
emitting light of at least one selected wavelength gen- 
25 erated by a light source; detecting light that was emitted 
from the source and has interacted with the fluid flowing 
inside the cuvette; and characterizing the fluid in the cu- 
vette based on the detected light. 
[0030] It is described a method of controlling opera- 
te tlon of a cell processing system comprising a control 
module, a processing module connected in a sterile 
manner by a set of conduits to a cell module and to a 
supply module for providing selected process chemi- 
cals, and a plurality of sensors providing process data 
35 to the control module also arranged to actuate a plurality 
of valves regulating flow of the cells and the chemicals 
in the conduits during the operation. The method in- 
cludes processing biological cells In the processing 
module by employing process chemicals including sa- 
^0 line; expressing the process chemicals from the 
processing module; transferring a flow the expressed 
process chemicals to a waste container via the conduits, 
wherein at least one of the conduits Is permanently con- 
nected to and in communication with a cuvette. The 
« method also includes emitting light of at least one se- 
lected wavelength generated by a light source; detect- 
ing light that was emitted from the source and has inter- 
acted with the fluid flowing Inside the cuvette; charac- 
terizing the fluid In the cuvette based on the detected 
50 light; and 

upon detecting presence of the processed biological 
cells during the characterization, redirecting the flow to 
transfer the processed biological cells to a cell container. 
[0031] Any of the above methods may Include one or 
55 several of the following: 

[0032] The emitting includes generating light of about 
560 nm and about 640 nm. The redirecting includes tem- 
porarily reversing the expressing action performed by 
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the processing module to draw back the detected bio- 
logical cells, and actuating a valve by the control mod- 
ule. The biological cells include red blood cells. 
[0033] A device is provided for distributing a fluids 
from different sources to different destinations. The de- 
vice receives fluids from a plurality of different sources 
and distributes the fluids out of a port to a destination. 
The device also receives fluid from the destination and 
transfers the fluid to another port out to another desti- 
nation. 

[0034] A device is provided for distributing a plurality 
of fluids. The device includes a plurality of ports for re- 
ceiving a plurality of fluids. The device includes a chan- 
nel coupled to the plurality of ports, and a first port cou- 
pled to said channel. The first port is adapted to transfer 
fluid from said plurality of ports a first destination, and 
to receive fluid from said first destination. The device 
also includes a second port coupled to said channel 
adapted to transfer fluid received on said first port from 
said first destination to a second destination. 
[0035] A connector is described that includes a first 
port to receive a first source of fluid, a second port to 
receive a second source of fluid, a first outlet in commu- 
nication with the first port, and a second outlet in com- 
munication with the second port. The first and second 
outlets are adapted to be attached to first and second 
input ports of a device for distributing the first and sec- 
ond fluids to a particular destination. 
[0036] A device is provided for storing fluids that in- 
cludes a first compartment for storing a first fluid, and a 
second compartment for storing a second fluid. 
[0037] There is provided an apparatus for selectively 
expressing one or more selected fluid materials out of 
a fluid container, wherein each of the selected fluid ma- 
terials has a selected density and wherein the fluid con- 
tainer comprises a round enclosure having a flexible 
wall and an exit port sealably communicating with the 
fluid container for enabling the selected fluid materials 
contained therein to be expressed out of the fluid con- 
tainer through the exit port, the apparatus comprising: 
a centrifuge rotor having a round centrifuge chamber of 
selected volume, the centrifuge rotor being controllably 
rotatable around a central axis by a motor mechanism; 
a round expandable enclosure disposed within the cen- 
trifuge chamber having a rotation axis coincident with 
the central rotation axis and a flexible wall, the fluid con- 
tainer having a rotation axis and being coaxially receiv- 
able within the centrifuge chamber, the expandable en- 
closure being sealably connected to a source of an ex- 
pressor fluid which has a density selected to be greater 
than the density of each of the selected one or more fluid 
materials disposed in the fluid container; a pump for con- 
trollably pumping a selected volume of the expressor flu- 
id into and out of the expandable enclosure wherein the 
fluid container is receivable within the centrifuge cham- 
ber; a retaining mechanism for holding the fluid contain- 
er within the centrifuge chamber in a coaxial position 
wherein the flexible wall of the fluid container is in con- 



tact with the flexible wall of the expandable enclosure. 
[0038] The expandable enclosure preferably com- 
prises a flexible membrane sealably attached to a sur- 
face of the rotor such that the centrifuge chamber is di- 
5 vided into a first chamber forreceiving the fluid container 
and a second fluid sealed chamber for receiving the ex- 
pressor fluid. The flexible wall of the expandable enclo- 
sure typically comprises an elastomeric sheet material. 
The apparatus further typically includes a heater mech- 
^0 anism having a control mechanism for selectively con- 
trolling the temperature of the expressor fluid. 
[0039] Due to its higher density, the expressor fluid 
which is pumped into the expandable enclosure travels 
to a circumferential position within the expandable en- 
15 closure which is more radially outward from the central 
axis than a circumferential position to which the one or 
more selected fluid materials in the fluid container travel 
when the rotor is drivably rotated around the central ax- 
is. 

20 [0040] The fluid container typically has a first radius 
and the second fluid sealed chamber typically has a sec- 
ond radius which is at least equal to the first radius of 
the fluid container, wherein the expressor fluid which is 
pumped into the second fluid sealed chamber travels to 
25 an outermost circumferential position within the second 
fluid scaled chamber which is more radially outward 
from the central axis than a circumferential position to 
which the one or more selected fluid materials in the fluid 
container travel when the rotor is drivably rotated around 
30 the central axis. 

[0041] There is disclosed in a centrifuge apparatus 
comprising a rotor having a centrifuge chamber which 
is controllably rotatable around a central axis, a method 
for expressing one or more selected fluid materials each 
35 having a selected density out of a fluid container which 
contains the selected fluid materials wherein the fluid 
container comprises a round enclosure having a radius, 
a rotation axis, a flexible wall and an exit port sealably 
communicating with the fluid container for enabling the 
^0 selected fluid materials contained therein to be ex- 
pressed out of the fluid container through the exit port, 
the method comprising: forming a round expandable en- 
closure within the centrifuge chamber wherein the ex- 
pandable enclosure has a flexible wall, a radius and a 
45 rotation axis coincident with the central axis of the rotor; 
mounting the fluid container coaxially within the centri- 
fuge chamber such that the flexible wall of the fluid con- 
tainer faces the flexible wall of the expandable enclo- 
sure; selecting an expressor fluid having a density great- 
50 er than the density of each of the selected fluid materi- 
als; pumping the selected expressor fluid into the ex- 
pandable enclosure in an amount sufficient to expand 
the expandable enclosure such that the flexible wall of 
the expandable enclosure contacts the flexible wall of 
55 the fluid container; and, drivably rotating the rotor 
around the central axis before, during or after the step 
of pumping. 

[0042] There is provided an apparatus for selectively 
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expressing one or more selected fluid materials out of 
a fluid container, wherein each of the selected fluid ma- 
terials has a selected density and wherein the fluid con- 
tainer comprises a round enclosure having a flexible 
wall and an exit port scalably communicating with the 5 
fluid container for enabling the selected fluid materials 
contained therein to be expressed out of the fluid con- 
tainer through the exit port, the apparatus comprising: 
a separation housing having a round chamber of select- 
ed volume, the housing having a central axis; a round io 
expandable enclosure disposed within the round cham- 
ber having an axis coincident with the central axis of the 
separation chamber and a flexible wall, the fluid contain- 
er having an axis and being coaxially receivable within 
the round chamber, the expandable enclosure being i5 
sealably connected to a source of an expressor fluid 
which has a density selected to be greater than the den- 
sity of each of the selected one or more fluid materials 
disposed in the fluid container; a pump for controllably 
pumping a selected volume of the expressor fluid into 20 
and out of the expandable enclosure wherein the fluid 
container is receivable within the round chamber; a re- 
taining mechanism for holding the fluid container within 
the round chamber in a coaxial position wherein the flex- 
ible wall of the fluid container is in contact with the flex- 25 
ibie wall of the expandable enclosure. 
[0043] There is provided an apparatus for selectively 
expressing one or more selected fluid materials out of 
a fluid container, wherein each of the selected fluid ma- 
terials has a selected density and wherein the fluid con- 30 
tainer comprises a round enclosure having a flexible 
wall and an exit port sealably communicating with the 
fluid container for enabling the selected fluid materials 
contained therein to be expressed out of the fluid con- 
tainer through the exit port, the apparatus comprising: 35 
a centrifuge rotor having a round centrifuge chamber of 
selected volume, the centrifuge rotor being controllably 
rotatable around a central axis by a motor mechanism; 
a round expandable enclosure disposed within the cen- 
trifuge chamber having a rotation axis coincident with 40 
the central rotation axis and a flexible wall, the fluid con- 
tainer having a rotation axis and being coaxially receiv- 
able within the centrifuge chamber, the expandable en- 
closure being sealably connected to a source of an ex- 
pressor fluid; a pump for controllably pumping a select- 45 
ed volume of the expressor fluid into and out of the ex- 
pandable enclosure; wherein the fluid container has a 
flexible wall and is receivable within the centrifuge 
chamber such that the flexible wall of the fluid container 
faces the flexible wall of the expandable enclosure; a so 
mechanism for filling the fluid container with any prese- 
lected variable volume of the one or more selected fluid 
materials which is less than the selected volume of the 
centrifuge chamber; a retaining mechanism for holding 
the fluid container completely within the centrifuge 55 
chamber upon expansion of the expandable enclosure. 
[0044] There is provided in a centrifuge apparatus 
comprising a rotor having a centrifuge chamber of a se- 



lected volume which is controllably rotatable around a 
central axis, a method for expressing one or more se- 
lected fluid materials each having a selected density out 
of a fluid container which contains the selected fluid ma- 
terials wherein the fluid container comprises a round en- 
closure having a rotation axis, a flexible wall and an exit 
port sealably communicating with the fluid container for 
enabling the selected fluid materials contained therein 
to be expressed out of the fluid container through the 
exit port, the method comprising: forming a round ex- 
pandable enclosure within the centrifuge chamber 
wherein the expandable enclosure has a flexible wall 
and a rotation axis coincident with the central axis of the 
rotor; mounting the fluid container coaxially within the 
centrifuge chamber such that the flexible wall of the fluid 
container faces the flexible wall of the expandable en- 
closure; filling the fluid container with any preselected 
variable volume of the one or more of the selected fluid 
materials which is less than the selected volume of the 
centrifuge chamber before, during or after the step of 
mounting; pumping a selected expressor fluid into the 
expandable enclosure in an amount sufficient to expand 
the expandable enclosure such that the flexible wall of 
the expandable enclosure contacts the flexible wall of 
the fluid container; holding the fluid container completely 
within the centrifuge chamber during the step pumping 
and. drivably rotating the rotor around the central axis 
before or during the step of pumping. 
[0045] The step of pumping typically includes prese- 
lecting the expressor fluid to have a density greater than 
the density of each of the selected fluid materials. The 
method may further comprise placing the expressor fluid 
at one or more selected temperatures prior to or during 
the step of pumping. 

[0046] An apparatus is described for selectively ex- 
pressing one or more fluid materials out of a fluid con- 
tainer includes an IR temperature sensor (e.g., an IR 
thermocouple) for measuring the temperature of the flu- 
id materials located in the fluid container prior to the se- 
lective expressing. The apparatus also include a second 
expressing temperature sensor for measuring the tem- 
perature of the ambient between the fluid container and 
the IR sensor. Alternatively, the second temperature 
sensor may be replaced by another means that charac- 
terize changes in the refractive index of the infrared ra- 
diation emitted from the fluid material in order to correct 
the IR data. 

[0047] There is provided a centrifuge apparatus com- 
prising a rotor having a centrifuge chamber of a selected 
volume which is controllably rotatable around a central 
axis, a method for consistently processing a selected 
biological cell material between separate processing cy- 
cles in the centrifuge apparatus, the method comprising: 
selecting a fluid material having a predetermined com- 
position for treatment of the selected biological cell ma- 
terial; forming a round expandable enclosure within the 
centrifuge chamber wherein the expandable enclosure 
has a flexible wall and a rotation axis coincident with the 
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central axis of the rotor; mounting a round fluid container 
having rotation axis, a flexible wall and an exit port seal- 
ably communicating with the fluid container coaxially 
within the centrifuge chamber such that the flexible wall 
of the fluid container faces the flexible wall of the ex- 
pandable enclosure; filling the fluid container with a vol- 
ume of the selected biological cells and a volume of the 
selected fluid material in a predetermined ratio before, 
during or after the step of mounting; pumping a selected 
expressor fluid into the expandable enclosure in an 
amount sufficient to expand the expandable enclosure 
such that the flexible wall of the expandable enclosure 
contacts the flexible wall of the fluid container; holding 
the fluid container completely within the centrifuge 
chamber during the step pumping; drivably rotating the 
rotor around the central axis before or during the step 
of pumping; and, repeating the steps of mounting, filling, 
pumping, holding and drivably rotating at least once. 
[0048] The heater control mechanism typically in- 
cludes a program for automatically controlling the tem- 
perature of the expressor fluid. The expressor fluid is 
typically circulated through a reservoir, within which, the 
fluid is in thermal contact with certain devices that trans- 
fer thermal energy to or from the fluid in response to a 
control algorithm. These thermal device may include 
Peltier Devices, electric resistance submersion heaters, 
air cooled radiators, or other similar devices or some 
combination of these types of thermal transfer devices. 
[0049] An improved rotating seal provides enhanced 
anticontamination properties for use in particular in cen- 
trifugal devices for processing biological materials. The 
seal comprises at least two concentrically spaced rotat- 
ing seals, wherein the annular space between the seals 
forms at least one sterile chamber. In the event of a leak 
in one of the concentrically spaced rotating seals, the 
additional seal or seals act to maintain the sterile envi- 
ronment of the cell processing system by reducing or 
preventing microbial contamination. In addition, the 
sterile annular chamber can be pressurized with a sterile 
supply of gas as a second means of reducing or pre- 
venting microbial contamination. The pressurized 
chamber acts as a barrier to prevent microbes from mi- 
grating into the interior of the cell processing system 
across a leaky seal. The pressurized chamber also acts 
as a barrier to reduce or prevent the migration of fluids 
or particulate matter from the interior of the cell process- 
ing system across the a leaky seal. 
[0050] An improved cell processing system is provid- 
ed, the improvement comprising a plurality of annular 
rotating seals between rotating and non-rotating por- 
tions of the cell processing system. The plurality of an- 
nular rotating seals define at least one annular space 
between the annular rotating seals. The at least one an- 
nular space is constructed and arranged for receiving 
pressurized gas. In some embodiments, the plurality of 
annular rotating seals includes a plurality of sealing 
members defining annular scaling surfaces which form 
a plurality of concentrically spaced annular rotating 



seals, the annular rotating seals defining at least one 
annular space. At least one of the sealing members de- 
fines a channel in a non-sealing surface, which channel 
is in gaseous communication with the at least one an- 
5 nular space. Preferably the at least one annular space 
is pressurized with gas. In certain preferred embodi- 
ments, the annular sealing surfaces are substantially 
planar. In other embodiments, the apparatus also in- 
cludes a body defining a gas port, wherein the gas port 
10 is in gaseous communication with the channel. The ap- 
paratus also can include a pressure sensor in commu- 
nication with the gas port for monitoring the gas pres- 
sure in the annular space. 

[0051] Furthermore a seal apparatus is provided. The 
'5 seal includes plurality of annular seal members. A first 
annular rotating seal member includes a sealing face 
which defines a plurality of concentrically spaced annu- 
lar sealing surfaces, and an axial opening. A second an- 
nular rotating seal member has a sealing face which de- 
20 fines at least one annular sealing surface, and an axial 
opening. The first annular rotating seal member and the 
second annular rotating seal member are axially aligned 
and the annular sealing surfaces are placed in contact 
to form a plurality of spaced apart seals. Preferably the 
25 annular sealing surfaces are substantially planar. In cer- 
tain embodiments, the sealing face of the first sealing 
element further defines an annular space between the 
annular sealing faces. The annular sealing surfaces can 
be biased together by a bias element, which preferably 
30 is an elastomeric spring element. The annular sealing 
surfaces are preferably formed of a material selected 
from the group consisting of ceramics, carbon phenolic 
and equivalent carbon composite rnaterials: more pref- 
erably, all annular sealing surfaces are formed of ceram- 
35 ic materials. In other embodiments, at least one of the 
non-sealing faces of the first annular rotating seal mem- 
ber and the second annular rotating seal member define 
a channel in gaseous communication with the annular 
space. 

^0 [0052] The seal apparatus also can include a body 
which includes a first port disposed in the axial openings 
of the first and second annular rotating seal members. 
Preferably at least one of the non-sealing faces of the 
first annular rotating seal member and the second an- 
<5 nular rotating seal member define a channel in gaseous 
communication with the annular space, wherein the 
body includes a gas port in communication with the 
channel. The seal apparatus also includes in some em- 
bodiments a base having an axial opening and a 
50 processing container having a top defining an axial 
opening. The base is mounted in axial alignment on the 
top of the processing container, and the second annular 
rotating seal member mounted in axial alignment on the 
top surface of the base. Thus assembled, the first port 
55 of the seal apparatus is in fluid communication with the 
interior of the processing container. Preferably the first 
port extends through the axial openings of the first and 
second annular rotating seal members and the base. 
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The body also can include a fluid port in fluid communi- 
cation with the space defined by the first port, the first 
and second annular rotating seal members and the axial 
opening of the base. In additional embodiment, the seal 
apparatus includes an outer shield defining a space be- 5 
tween the outer shield and the body, the base and the 
first and second annular rotating seal members. Prefer- 
ably the outer shield comprises a shield top, a shield 
bottom and a shield clamp, wherein the shield top is re- 
leasably mounted on the shield bottom, and wherein io 
shield bottom and shield clamp have overlapping flang- 
es which form a serpentine seal. In certain embodi- 
ments, the diameter of the shield bottom is smaller than 
the diameter of the shield clamp, the shield bottom has 
outwardly directed flange, and the shield damp has an i5 
overlapping Inwardly directed flange, 
[0053] The seal apparatus also includes in certain 
embodiments an elastomeric spring element disposed 
between the shield top and the body, wherein the clamp 
is movable between a first position and a second posi- 20 
tion wherein the shield clamp is engaged with the base, 
wherein the spring element is compressed when the 
shield clamp is in the second position. 
[0054] A method for sealing a rotating processing 
container which rotates in a processing system is pro- 25 
vided. The method includes providing a stationary seal 
member mounted on a processing system, the station- 
ary seal having a plurality of circumferentially spaced 
annular sealing elements. The method also includes 
providing a rotating seal member mounted on the rotat- 30 
ing processing container, the rotating seal member at 
least one annular sealing element. The sealing ele- 
ments of the stationary seal member and the at least 
one sealing element of the rotating scaling member arc 
contacted to form a rotating seal between the rotating 35 
processing container and the processing system. 
[0055] A method for sealing a rotating processing 
container is provided. The method includes providing a 
plurality of annular seals between the rotating process- 
ing container and a stationary portion of a processing 40 
system, wherein the plurality of annular seals define an 
annular space. The annular space is pressurized to pro- 
vide an improved seal for the rotating processing con- 
tainer. 

[0056] A method for heating or cooling a sample dur- 45 
Ing transport of the sample into or out of a rotating 
processing container is provided. A seal apparatus in- 
cluding a rotating seal and a port for transport of a sam- 
ple to the rotating processing container is provided, 
wherein the seal and the port define a space In contact so 
with the port. The space between the seal and the port 
Is filled with a material having a temperature which is at 
or below the temperature of the sample for cooling the 
sample, or a material having a temperature which Is at 
or above the temperature of the sample for heating the 55 
sample. In preferred embodiments, the method pro- 
vides for cooling oi the sample by filling the space with 
waste materials generated by the processing methods. 



the waste materials being at or below room temperature. 
In certain embodiments the method provides cooling of 
the seal material during the transport of processing flu- 
ids into or out of the rotating processing container. The 
method includes providing a seal having an annular- 
shaped inlet/outlet port in fluid communication with the 
processing fluids, and filling the annular spaced with flu- 
ids that are cooler that the seal materials 
[0057] A spring is described. The spring Includes a 
hollow elastomeric cylinder having bowed side portions. 
The spring can be constructed of a certain height, width, 
thickness and side portion arc to provide a constant bi- 
asing force upon compression of the spring. The com- 
pression of the spring concurrently changes the height, 
width and arc. In certain embodiments, the spring in- 
cludes an elastomeric material of relatively thin cross- 
section which has a geometry that delivers a relatively 
constant force over a wide range of deflection values. 
Preferably the spring has a cross-sectional shape that 
includes bowed side walls. 

[0058] Thus, the seal apparatus includes a plurality of 
annular seals, and/or the seal apparatus includes at 
least one annular seal and a pressurized annular space 
concentrically spaced apart from the annular seal. Meth- 
ods of using the seal apparatuses for seating rotating 
containers also are provided. 

Brief Description of the Drawings 

[0059] 

Fig, 1 is a perspective view of an interactive cell 
processing system. 

Fig. 2 is a conceptual flow diagram displaying op- 
eration of an interactive cell processing system. 
Fig. 3 is a block diagram of the interactive cell 
processing system of Fig. 1. 
Figs. 4 and 4A show a flow diagram of a process 
for enzymatic conversion of red blood cells. 
Fig. 5 is a perspective view of an optical sensor 
used in the cell processing system of Fig. 1. 
Fig. 6 is a schematic diagram of the elements used 
in optical sensor of Fig. 5. 
Fig. 7 is a perspective view of a fluid distribution 
module Including a partial view the optical sensor 
of Fig. 5. 

Fig. 8 Is a partially exploded view of the fluid distri- 
bution module of Fig. 7 with another view of the op- 
tical sensor of Fig. 5. 

Fig. 9 Is a further exploded view of the fluid distri- 
bution module of Fig. 6, showing a pump valve as- 
sembly, housing, fluid distribution manifold, con- 
nector, and spring knobs of Fig. 8. 
Fig. 10 Is a front plan view of the distribution mani- 
fold of Figs. 7-9. and a schematic view of a pump 
and filter. 

Fig. 1 0A Is an exploded view of the distribution man- 
ifold and fitter of Fig. 10. 
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Fig. 11 is an exploded view of the distribution man- 
ifold and connector of Figs. 7-10. 
Fig. 12 Is a rear plan view of the front plate of the 
distribution manifold of Fig. 11. 
Fig. 13 Is a rear plan view of the membrane of the 
distribution manifold of Fig, 11. 
Fig. 14 is a cross-sectional view of Fig. 8, taken 
along lines 12-12. 

Figs. 15 and 16 are front and top plan views, re- 
spectively, of the connector of Figs. 7-9. 
Fig. 1 7 Is a perspective view of a multi-compartment 
bag connected by tubing to the connector of Figs. 
15 and 16. 

Fig. 18 is a left side perspective view of the Fig. 1 
system. 

Fig. 19 Is an Isometric exploded view of compo- 
nents of a subassembly used for expressing select- 
ed fluid materials disposed in a flexible container. 
Fig. 20 Is an isometric exploded view of certain of 
the components shown In Fig. 19 
Fig. 21 Is a side cross-sectional view of certain com- 
ponents of the expressor system subassembly 
shown in Fig. 19 taken along one plane which does 
not intersect one of the fluid flow grooves 410 In 
chuck 408. 

Fig. 22 is another side cross-sectional view of cer- 
tain components of the expressor system sub- 
assembly shown in Fig. 19 taken along a plane 
which does intersect one of the fluid flow grooves 
410 in chuck 408. 

Fig. 23 is a schematic side cross-sectional view of 
the Fig. 22 view showing the flexible membrane 
component 411 seated initially at the beginning of 
a processing cycle along the curved surface of the 
bowl or donut shaped separation chamber 421 of 
chuck 408. 

Fig. 24 is a close-up side cross-sectional view of a 
portion of Fig. 23 showing the expressor fluid cham- 
ber 420 partially filled with expressor fluid at a later 
stage in a typical processing cycle. 
Fig. 25 Is a view of Fig. 24 at an even later stage of 
a typical processing cycle showing the expressor 
fluid chamber 42 filled to a greater degree/volume 
than the chamber is filled In Fig. 24. 
Fig. 26 Is another schematic side cross-sectional 
view of the expressor system subassembly of Figs. 
18-25 showing additional components by which ex- 
pressor fluid is input from a pumping source through 
a central drive shaft which is rotatably driven. 
Fig. 27 is an isometric view of the Fig. 19 compo- 
nents In assembled form. 

Fig. 28 Is an exploded Isometric view of a rotating 
seal used in conjunction with an expressor system. 
Fig. 29 is an isometric view of the Fig. 28 compo- 
nents in assembled form. 

. Fig. 30 is an exploded side cross-sectional view of 
the Fig. 28 rotating seal components. 
Fig. 31 is a cross-section view of the rotating seal 



apparatus. 

Fig. 32 is an exploded top perspective view of the 
rotating seal apparatus and processing container. 
Fig. 33 Is an exploded bottom perspective view of 
the rotating seal apparatus. 

Description of the Preferred Embodiments 



[0060] Referring to Figs. 1 and 3, an Interactive cell 
'0 processing system 10 includes a cell module 12. a sup- 
ply module 20. a fluid distribution module 40, a process- 
ing module 60, a collection module 70 (not shown in Fig. 
1 ) and a control module 80. These modules are opera- 
tively Interconnected for processing biological cells In a 
15 sterile environment. Cell module 1 2 is constructed for a 
short term or long term storage of biological cells for 
processing. Supply module 20 includes several contain- 
ers for storing different process chemicals including sa- 
line, or other fluids used for washing the processed cells 
20 and also includes sterile air. The containers are connect- 
ed to fluid distribution module 40 by a set of conduits. 
Fluid distribution module 40 Includes several valves and 
sensors for dispensing controlled amounts of the proc- 
ess chemicals from supply module 20 to processing 
25 module 60 and for dispensing a known amount of the 
biological cells from cell module 12 to processing mod- 
ule 60. Furthermore, fluid distribution module 40 is con- 
structed to direct the process waste from processing 
module 60 to a waste container 72 and the processed 
30 cells to a cell storage container 74, both of which are 
located In collection module 70, while maintaining the 
purity and sterility of the cells. Control module 80 directs 
the entire process according to a selected algorithm. 
10061] In general, the operation of cell processing 
35 system 10 Is shown in Fig. 2. Control module 80 exe- 
cutes a processing algorithm selected Initially (98). Con- 
trol module 80 includes a logic controller that receives 
real-time data from several In-line sensors arranged in 
a processing loop. A mass sensor (or a volume sensor) 
40 measures an initial amount of the provided biological 
cells (94) and sends the data to control module 80. Con- 
trol module 80 controls the amount of cells dispensed 
to processing module 60 in accordance with the 
processing algorithm. Based on the provided amount of 
^5 the biological cells, control module 80 also calculates 
the individual doses of the process chemicals (100) and 
directs a set of control valves to dispense the chemicals 
(102) in a selected order to processing module 60. again 
in accordance with the processing algorithm. 
50 [0062] Control module 80 executes iteratively the 
processing algorithm. Control module 80 receives data 
from the individual sensors (e.g.. a weight sensor, a vol- 
ume sensor, a temperature sensor, an optical sensor, a 
resistance or capacitance sensor, a flow sensor, a pres- 
55 sure sensor or another sensor arranged to monitor the 
transferred matter in a liquid, gaseous or solid state). 
After dispensing the selected amount of one or several 
processing chemicals to processing module 60, control 



9 



17 



EP1 Oil 752 B1 



18 



module 80 regulates the temperature and the time of 
processing and directs the processing module to agi- 
tate, mix or otherwise treat the cells with the process 
chemicals. Depending on the processing algorithm, 
control module 80 may manage one or several process- 
ing cycles. At the end of each cycle, processing module 
60 may separate the processed cells from intermediate 
products and from the process waste. During the sepa- 
ration process, fluid distribution module 40 detects the 
fluid component being expressed from processing mod- 
ule 60 and directs the separated components, to differ- 
ent containers for disposal (110) or for storage (112). 
Each processing cycle may use a different processing 
chemical and different processing conditions. Cell 
processing system 10 can also process different types 
of cells at the same time or sequentially. Furthermore, 
cell processing system 10 may also partially process bi- 
ological cells and then store them in cell storage con- 
tainer 74 (shown in Fig. 3), which may include a temper- 
ature control system. The processed cells may be later 
automatically dispensed from cell storage container 74 
and processed using another processing algorithm. The 
processed cells may also be grown in culture prior to 
another use. 

[0063] Based on the starting weight of the biological 
cells, the controller calculates the dosage of the 
processing chemicals. Supply module 20 includes a 
weight sensor 29 for providing the weight of each proc- 
ess chemical to the controller. During the process, the 
controller confirms that correct amount of each process 
chemical has been transferred by measuring the 
change in the weight of the process chemical stored in 
supply module 20 and the initial weight of the chemical. 
The process chemicals in a fluid state arc pumped 
through a 0.2 micron filter to assure sterility. A pressure 
transducer is mounted up-stream from the filter. If the 
fluids being pumped through the filter have a variable 
viscosity, the controller will adjust the pumping speed to 
yield a constant pressure drop across the filter mem- 
brane. 

[0064] Processing module 60 is designed to assure 
identical processing conditions (e.g., pressure, temper- 
ature, mixing, processing time or other) for large and 
small amounts of the biological cells provided for 
processing. For this purpose, processing module 60 In- 
cludes a processing chamber that has a variable volume 
design. Depending on the volume of the processed cells 
and other processing chemicals transferred into the 
processing chamber, the controller changes the cham- 
ber volume. The volume change is achieved by a mov- 
able wall that may be a membrane. Processing module 
60 includes another pressure sensor for measuring the 
pressure inside the processing chamber and also in- 
cludes a temperature sensor for measuring the temper- 
ature inside the processing chamber. Based on the data 
from the temperature sensor, a heat transfer system can 
provide or remove heat from the processing chamber. 
10065] Cell processing system 10 may process or 



separate cells and/or cell elements from different liquids 
or solids. Such cells and cell elements include, but are 
not limited to, erythrocytes (/.e., red blood cells); leuko- 
cytes {i.e., white blood cells, including lymphocytes, 

5 granulocytes, and monocytes); blood cell progenitors 
(e.g., primitive stem cells, burst forming units, reticulo- 
cytes, megakaryocytes, etc.); cell fragments (e.g., plate- 
lets, subcellular elements such as nuclei, debris, etc.); 
epithelial cells; endothelial cells; mesothelial cells; cells 

10 of normal tissues (e.g.. liver cells, kidney cells, bladder 
cells, lung cells, pancreatic cells, embryonic cells, fetal 
cells, etc.); cells of abnormal tissues (e.g.. malignant 
cells), and other. 

[0066] Referring again to Fig. 3, in one preferred em- 
's bodiment of the cell processing system, cell module 1 2 
includes a weight sensor 14 arranged to weigh red blood 
cells provided in a PVC bag 16. Tubing 17 connects bag 
1 6 to a leuko filter 1 8 and to fluid distribution module 40. 
Supply module 20 includes a bag 21 with enzyme A1/B, 
20 a bag 22 with enzyme A2, a bag 23 with 140 mMolar 
potassium phosphate dibasic (DPP), a bag 24 with pol- 
yethylene glycol (PEG), a bag 25 with storage solution, 
and a bag 26 with phosphate citrate isotonic (PCI). Bags 
22. 23. .... 26 are made of cryovac M312. Each bag is 
25 connected by tubing 28 to fluid distribution module 40. 
Weight sensor 29 is constructed to weigh any of the 
above-mentioned fluids located in supply module 20. 
Supply module 20 also includes a compressor 30 con- 
nected via a filter 31 and a check valve 32 to air reservoir 
30 33. which stores sterile air used for cell processing. 
Pressure switch and sensor 34 is in communication with 
air tubing 36, which delivers sterile air to an air filter lo- 
cated In fluid distribution module 40. A regulator 37, con- 
nected to a solenoid valve 36. regulates the air pressure 
35 provided to fluid distribution module 40 and to process- 
ing module 60. Fluid distribution module 40 includes a 
peristaltic pump 42, and twelve plunger valves 43, 
44, .... and 54 connected to a set of conduits for distrib- 
uting the process chemicals and the cells during the au- 
fo tomated process. The logic controller can close or open 
any combination of the twelve valves to redirect the fluid 
flowing inside the conduits. A pressure sensor 55 meas- 
ures the fluid pressure during the process, and a optical 
detector 58 monitors the fluid to and from processing 
45 module 60. Processing module 60 includes a centrifuge 
62 and an expressor system 64. An IR temperature sen- 
sor 68 monitors the temperature of the process chemi- 
cals or the cells located inside centrifuge 62. Collection 
module 70 includes a waste bag 72, a saline solution 
50 bag 74, and a product bag 76. Collection module 70 also 
includes a weight sensor 76 connected to product bag 
76 and arranged to weigh the processed red blood cells. 
[0067] The controller controls the volume of the 
processing chamber of centrifuge 62 to assure identical 
55 processing conditions for large or small amounts of the 
red blood cells. The processing chamber includes a flex- 
ible wall for containing expressor fluid inside the 
processing chamber. For small volumes, expressor sys- 
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tem 64 pumps expressor fluid into the chamber until the 
pressure transducer at the chamber signals a full con- 
dition. This pre-filling step assures that different 
amounts of red blood cells are subjected to the same 
accumulated centrifugal force and mechanical stresses 
due to packing. Otherwise, smaller amounts would spin 
longer and pack harder as the expressor fluid fills the 
processing chamber during the expression step. 
[0068] During the process, the controller receives in- 
put from IR temperature sensor 66, which measures the 
temperature of the red blood cells. If the temperature is 
less than the set point, expressor of system 64 increas- 
es the temperature of the expressor fluid. Conversely, if 
the temperature is greater than the set point, expressor 
of system 64 decreases the temperature of the ex- 
pressor fluid. A control loop continuously monitors the 
temperature of the processed ceils. 
[0069] Processing module 60 also includes a second 
pressure transducer that monitors the pressure of the 
sterile air on the rotating seal. If the seal is working, this 
pressure only fluctuates slightly between established 
limits. If the pressure drops below the established 
threshold, a warning condition is initiated that calls for a 
check of the rotating seal as well as other possible caus- 
es of failure, 

[0070] Expressor fluid system 64 included a third 
pressure transducer that measures the pressure of the 
expressor fluid which is an indirect measure of the pres- 
sure on the red blood cells. The controller adjusts the 
expressor pump speed to assure that pressure is within 
accepted limits and cells are protected from damage, If 
the pressure is too low. the pump rate is increased to 
speed up the expression cycle. If the pressure is too 
high, the pump is slowed down to protect the cells from 
excessive pressure. This also protects the seal from ex- 
cessive pressure as well. 

[0071] Optical sensor 58 sensor monitors the color 
and the turbidity of the transferred fluids. Specifically, 
optical sensor 58 also monitors the supernatant ex- 
pressed from the centrifuge chamber. When red cells 
are detected In the supernatant, the controller responds 
by stopping the expressor pump to avoid losing any cells 
to waste or responds by switching valves to collect the 
cells in a separate storage bag depending on which cy- 
cle is being performed. 

[0072] Referring to Figs. 4 and 4A. In the preferred 
embodiment, the cell processing system of Fig. 3 is used 
for enzymatic conversion of red blood cells to type O red 
blood cells. The enzymatic conversion process starts in 
step 11 5 by weighting the provided amount of red blood t 
cells. In step 117. based on the starting weight of the 
provided red blood cells, the system dilutes the red 
blood cells dispensed to the processing bag located in- 
side centrifuge 62. shown in Fig. 3, with saline in the 1: 
1 ratio, and also flushes the bag with 100 ml of saline t 
(step 119). In step 121. the controller calculates the cor- 
rect dosage of PCI to obtain the ratio of 65 ml of PCI for 
100 ml of red blood cells. The controller also calculates 



the correct dosage of DPP to obtain the ratio of 110 ml 
of DPP for 100 mis of red blood cells. Prior to executing 
step 123, the controller confirms that the correct amount 
of saline was transferred to centrifuge 62. In step 123, 
the centrifuge spins at 3000 RPM for about 2.5 minutes 
and then slows down to about 1 500 RPM and expresses 
the saline waste while the washed red blood cells are 
left in the processing bag. 

[0073] Next, in step 127, the system purges the tubing 
with PCI and dispenses the dose calculated in step 1 21 , 
of PCI to the processing bag. PCI (Phosphate Citrate 
Isotonic) includes citric acid monohydrate 10.7 g/L, so- 
dium phosphate dibasic (anhydrous) 2.7 g/L, sodium 
chloride 6.4 g/L, suspended in one liter of sterile water 
having pH = 2.8 ± 0.05. The required dose is 65 mis of 
2.8 pH PCI Buffer for every 100 mis of the 85 crit cell 
mass. In step 129, the centrifuge thoroughly mixes the 
solution during addition of PCI and them occasionally 
agitates the red blood cells and PCI mixture for about 
10 minutes for equilibration to reduce the pH of the 
packed red blood cells from approx 7.0 to 5.5. Then, In 
step 123, the centrifuge expresses the separated waste 
(also called supernatant) while the red blood cells are 
left in the processing bag, 

[0074] In step 1 31 , the system purges the tubing with 
PEG and dispenses the calculated dose to the process- 
ing bag. In step 133, the system also adds enzymes to 
the processing bag, based on the amount of red blood 
cells measured in step 115. The enzyme Includes 12.5 
ml of rB-zyme or 25 ml of a suspension of exo- and endo- 
rA-zyme and the PEG dose is 23 ml per 250 ml of 85 
crit cell suspension. The centrifuge agitates for 60 min- 
utes at the incubation temperature of 26°C for rB-zyme 
and at 37^*0 for rA-zymes. The enzyme is suspended in 
35 5.5 pH PCI Buffer. PEG is 1450 MW suspended in 5.5 
pH PCI. The system also verifies the dose, the time and 
the temperature according to the algorithm (step 135) 
and continues the red blood cells conversion if all pa- 
rameters are satisfied. Then, the system purges the tub- 
*o ing with saline and fills up the processing bag with sa- 
line. In step 123. the centrifuge spins the solution at 
3000 RPM for about 2.5 minutes and then slows down 
to about 1500 RPM and expresses the supernatant 
waste while the washed red blood cells are left In the 
'5 processing bag. 

[0075] After the red blood cell conversion, the centri- 
fuge expresses the supernatant (step 123). Next, in step 
141, the system dispenses saline to the processing bag, 
agitates the mixture and spins the mixture at about 3000 
0 RPM for about 2.5 minutes. The centrifuge expresses 
the waste, and the system restores the 85 crit cell mass. 
In step 145. purges the tubing with DPP to restore sub- 
sequently pH of converted red blood cells. In step 147, 
the system dispenses DPP by metering 110 ml of DPP 
5 Buffer for every 1 00 ml of the 85 cri cell suspension . The 
system dispenses 140 mM potassium phosphate diba- 
sic with pH 9.0 ± 0.1 (DPP) that includes potassium 
phosphate dibasic (anhydrous) 24.4 g/L suspended in 
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one liter of sterile water. The centrifuge mixes thorough- flowing through an optical chamber and provides data 
ly the liquid during addition of the buffer and equilibriates to control module 80. When optical sensor 58 detects a 
at 26^ C for 10 minutes also mixing occasionally during selectedqualily of the optically sampled fluid, it provides 
the equilibration. Next, in step 141 . the system fills the the corresponding data to control module 80. which, in 
processing bag with saline, agitates the mixture, and ex- 5 turn, activates a selected valve within fluid distribution 
presses the waste while the red blood cells are left in system 40. The activated valve redirects the flow of the 
the processing bag. fluid in accordance with the process. 
[0076] Next, this system purges the lines with saline [0082] A specific, currently preferred embodiment of 
and washes the red blood cells several times by filling optical sensor 58 is shown in Fig. 5. Referring to Fig. 5. 
the processing bag with saline and subsequently ex- io optical sensor 200 includes a circuit board 202. a plastic 
pressing the waste (steps 141, 143 and 149). These mount 204. a source cover 206. a detector cover 208 
steps remove the residua! buffer, enzyme. PEG and and a soft gasket 210. A two-color light emitting diode 
phosphate to a level approximately equivalent to 212 (shown In Fig. 6) is mounted on a source mount 214 
99.9999%. After expressing the used saline in the last and placed inside source cover 206. A silicon diode de- 
washing cycle (step 153), the system restores the 85 i5 tector 216 (shown in Fig. 6) is mounted on a detector 
cnt cell mass. mount 218 and is located within the detector cover 208. 
[0077] The controller directs fluid distribution module Also, mounted within source cover 207 is a source ap- 
40 to switch the tubing to collect the processed red blood erture 213 having a 1 mm size hole. Source aperture 
cells in storage bag 74. This process is controlled by 213. located in front of LED 21 2, is aligned with a detec- 
optical detector 58 (shown in Fig. 3). After the optical 20 tor aperture 217 located in front of silicon diode detector 
detector detects red blood cells, in step 155, the ex- 216. 

pressor pump reverses its pumping direction to draw [0083] The light emitting diode is constructed to emit 
back into the processing bag the red blood cells from light of about 560 nm and about 640 nm. Preferably, the 
the tubing located between the processing bag and the LED is AND1 76RAG made by Purdy Electronics Corp.. 
optical detector. This is done to minimize the loss of red 25 720 Palomar Ave., Sunnyvale. CA. The silicon diode de- 
blood cells. Then, fluid distribution system 40 redirects tector is OPT210 made by Burr-Brown Corp., 6730 S. 
the expressed red blood cells to storage bag 74. When Tucson Blvd., Tucson, AZ 85706. Located on circuit 
the processing cycle is completed (step 157) the con- board 202 is electronics 225 shown in Fig. 6. 
troller meters 100 mis of nutracell storage solution for [0084] After each power-up, control module 80 cali- 
250 ml of the 85 crit cell suspension. This solution is 30 brates optical sensor 200 by taking the transmission da- 
then stored in the storage bag made from a material ap- ta either without the cuvette or with the cuvette empty 
proved for 42-day storage (step 163). and comparing this to calibration data stored In the 
[0078] This embodiment ofthe cell processing system memory. Furthermore, a local controller 230 calibrates 
is used for enzymatically converting blood type as de- source 212 or detector 216 each time when a new cas- 
scribed, for example, in United States Patents 35 sette is located in fluid distribution system 40. 
4.330,61 9. 4.427.777 and 4.609.627 to Goldstein. [0085] Figs. 7 and 8 show the arrangement of optical 
[0079] Optical sensor 58 sensor monitors the color sensor 200 relative to fluid distribution module 40. The 
and the turbidity of the transferred fluids. Specifically. fluid distribution module is part of a fluid management 
optical sensor 58 also monitors the supernatant ex- system that coordinates the delivery of biological cells, 
pressed from the centrifuge chamber. In step 153, when 40 process chemicals, solutions, fluids, reagents, etc. to 
red cells are detected in the supernatant, the controller conform with a processing algorithm executed by con- 
responds by stopping the expressor pump to avoid los- trol module 80. Generally, the fluid distribution module 
ing any cells to waste. In step 1 55. the controller switch- controls the delivery of fluids from supply module 20 and 
es valves to collect the cells in cell storage container 74. cell module 12 to the processing module 60 (see Figs. 
[0080] Optical sensor 58 is constructed and arranged <5 1 and 3). as well as the expression of fluids from the 
to optically characterize a fluid being transferred within processing module 60. The fluid distribution module is 
fluid distribution system 40. Since the processed cells a device comprised of pumps, valves, pressure man- 
must be maintained in a sterile environment during the agement devices, and other components useful in the 
entire process, the optical sensor has to satisfy the cor- management of a multiplicity of fluids, 
responding requirements. The requirements include a so [OO86] Fluid distribution module 40 is shown in Figs, 
sterile and easily replaceable optical chamber. The en- 7-9. The fluid distribution module is part of a fluid man- 
tire design is waterproof and enables easy sterilization agement system that coordinates the delivery fluids in- 
of all outside surfaces in accordance with the con-e- eluding: biological cells, process chemicals, solutions, 
sponding regulations. fluids, reagents, etc. to conform with a processing algo- 
[0081] In general, optical sensor 58 is constructed 55 rithm executed by control module 80. Generally, the fluid 
and arranged to perform in-line characterization of fluids distribution module controls the delivery of fluids from 
being transferred during the operation of cell processing supply module 20 and cell module 1 2 to the processing 
system 10. Optical sensor 58 periodically samples fluids module 60 (see Figs. 1 and 3), as well as the expression 
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of fluids from the processing module 60. The fluid dis- 
tribution module is a device comprised of pumps, 
valves, pressure management devices, and other com- 
ponents useful in the management of a multiplicity of 
different fluids from different sources. 
10087] Referring to Figs. 7-9, the main components of 
the fluid distribution module are a housing 250, a pump 
valve assembly 252 mounted in the housing, and a dis- 
tribution manifold 256 mounted on the housing on platen 
262. The housing 252 can be formed from sheet metal. 
Also mounted on the housing 250 is peristaltic ("roller") 
pump 42. A connector 260 is attachable to the distribu- 
tion manifold and receives tubing (see Fig. 16) from dif- 
ferent sources of fluids to be transferred to the manifold. 
[0088] The distribution manifold 256 includes a plural- 
ity of ports connected to interior runner channels for 
transferring fluid from one port to another. The ports are 
connectable to different sources or destinations of fluid. 
[0089] The distribution module 40 is arranged so that 
the distribution manifold 256 is easily attachable to the 
housing 252 so that it may be a single use disposable 
device which can be replaced after the processing cycle 
is complete for a bag 1 6 of biological cells. The distribu- 
tion manifold 256 is easily attachable and detachable to 
the housing through the use of spring knobs 258 (see 
Fig. 8). To attach the manifold, the spring knobs arc ro- 
tated horizontally, the manifold is placed on platen 262, 
the spring knobs are pulled out. rotated vertically and 
released to bias the manifold against the platen. 
[0090] The platen 262 is seated in a recess 265 of 
housing 250. The platen 262 is an intermediary between 
the distribution manifold 256 and the pump valve as- 
sembly 252. The pump valve assembly includes a series 
of solenoids which can be energized to retract normally 
extended plungers 264. 266, 268, 270. 272, 274, 276, 
278, 280. 282, 284 and 286 and thereby open corre- 
sponding valves 43-48 and 49-54 (Fig. 3) associated 
with corresponding ports 302, 304, 306. 308. 310, 312, 
324, 326. 328. 330, 332. 334 (Fig. 10) on the distribution 
manifold used to transfer fluids to and from the manifold 
256. As explained in detail below, a plunger, when ex- 
tended, deflects a flexible membrane within distribution 
manifold 256 to close a particular port so that fluid can- 
not enter or exit the particular port; when the solenoid 
associated with a plunger is energized the plunger is re- 
tracted to open the associated port, or channel, and per- 
mit fluid entry or exit. 

[0091] Also supported by the pump valve assembly 
252 are: load cells 288 and 290 which are used to sense 
the fluid pressure at two points within the distribution 
manifold 256; a sterile air hose and filter 293; and optical 
sensor 58 including an emitter 294 and a detector 296. 
Hall effect sensors 298 are used to detect the position 
of the plungers 264-286. 

[0092] Platen 262 includes variously shaped holes 
300 to accommodate the plungers 264-286, load cells 
288 and 290. emitter 294 and detector 296 of the optical 
sensor, and sterile air hose 293 (see Figs. 8 and 9). To 



prevent fluids from entering the pump valve assembly 
252. individual silicon plunger membranes can be 
placed over each plunger, as well as the two load cells, 
and will seal the respective holes 300 of the platen 262. 
5 Thus, the plungers 264 and 266 seen in Fig. 8 are cov- 
ered by such membranes. In Fig. 8, plungers 264 and 
266 are shown in the normal (i.e.. non-energized) posi- 
tion in which the ports associated with the plungers 
264-266 would be shut off. When attaching the distribu- 
^0 tion manifold to the platen 262 all of the solenoids are 
energized so the plungers do not interfere with the 
placement of the manifold. 

[0093] The distribution manifold 256 is comprised of 
three main parts: a front plate 301 . a flexible membrane 

^5 303 and back plate 305. The membrane is compressed 
between the front and back plate to form scaled chan- 
nels in the manifold. The back plate is ultrasonically 
welded to the front plate, however, other methods of 
joining plastics may be used, for example, mechanical 

20 snaps, adhesives. solvents, etc. Like the platen 262, the 
back plate 305 also includes holes 307 which match with 
the holes of the platen 300 to accommodate the various 
elements of the pump valve assembly 252, and expose 
portions of the flexible membrane 303. For example, to 

25 close the valve associated with a particular port, a sole- 
noid plunger passes through hole 307 of the back plate 
305 and deflects the flexible membrane 303 toward the 
front plate to shut off fluid flow in a port or a channel of 
the front plate 301. 

30 [0094] As seen in Fig. 10, ports 302, 304. 306, 308, 
310 and 312, feed to a first distribution manifold channel 
314. As stated above, these port are opened and closed 
by plungers 264. 266, 268, 270. 272 and 274. Different 
process chemicals can be fed via tubing to each port 

35 302-312. For example, as described in the preferred 
embodiment described with reference to Figs. 3 and 4 
above, enzymes A1/B and A2 can be attached to port 
302 (from bags 21 and 22). DPP to port 304 (from bag 
23), PEG to port 306 (from bag 24), storage solution to 

^0 port 308 (from bag 25), PCI to port 310 (from bag 26). 
and saline solution to port 312 (from bag 74). Ports 
302-310 are adapted to receive a connector 260 (de- 
scribed below) to which tubes from supply module 20 
are attached. 

45 [0095] Fluid will flow from a source connected to any 
of these ports into channel 314 (if the plunger for that 
port is retracted) and exit at outlet 316 when pump 42 
is operating. Tubing connects outlet 316 to inlet 318. As 
shown schematically by arrows "a" in Fig. 8, the move- 

50 ment of fluid is from manifold channel 314. Fluid is trans- 
ferred from 316 to 318 by a peristaltic pump (see Fig. 7) 
through which the tubing passes that connects outlet 
31 6 to inlet 318. The pump has inlets 31 5 and 31 7 which 
receive the tubing, and a rotating roller 323 that rotates 

'5 counterclockwise and continually pinches the tube 
along its length to generate a vacuum effect, sucking 
fluid from outlet 31 6 to inlet 318. Motor 386 causes roller 
323 to rotate. 
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[0096] The fluid will proceed to port 320 and exit the 
manifold via tubing which is connected to a filter 321. 
The filter is a bacteriostatic filter having, for example, a . 
2 micron pore size manufactured by Pall Inc., and filters 
out contaminants which may be in the fluid. Two filters 5 
can be used in parallel to increase the rate of fluid flow 
which is slowed by the filter The output of the filler 321 
is coupled via tubing to another port 322 where the fluid 
enters a second manifold channel 319 of the manifold. 
Ports 320 and 322 do not have solenoid plungers asso- ic 
dated therewith and thus are not valved ports. The filter 
Is connected to ports 320 and 322 using elbow connect- 
ers 33 and smalt pieces of plastic tubing 333. 
[0097] Ports 324, 326, 328. 330, 332 and 334 are also 
connected to manifold channel 31 9. Flow to these ports ' 5 
is controlled by solenoid plungers 276-286, respectively, 
corresponding to valves 49-54 (Fig. 3). These ports (and 
port 31 2) are adapted to be connected directly to tubing, 
unlike ports 302-310 which are adapted to receive con- 
nector 260 for reasons stated below. Ports 324-332 are 20 
two-way ports in that fluid can enter or exit from these 
ports. In the processing methodology described above 
with reference to Fig. 3, the ports are connected as fol- 
lows: port 324 is connected to product bag 76, port 326 
is connected to the processing module to provide a rinse 25 
saline solution, port 328 is coupled to the waste bag 72, 
port 330 Is coupled to cell bag 16 (bypassing leukocyte 
filter 18). and port 332 is coupled to cell module 12 to 
receive unprocessed biological cells. 
[0098] Using the distribution manifold 256, any fluid 30 
received on ports 302-312 can be distributed out any of 
ports 324, 326, 328. 330. 332 and 336. To distribute a 
fluid from ports 302-312 to ports 324, 326. 328, 330 or 
332, gate valve 334 is closed by plunger 286 and the 
solenoid plunger associated with the desired port 324. 35 
326, 328, 330 or 332 is energized and retracted to open 
the port so that fluid may pass. For example, saline so- 
lution received on port 312 can be pumped out of port 
330 to dilute biological cells contained in cell bag 1 6 (by- 
passing leukocyte filter 18). or can be pumped out of ^0 
port 326 to rinse the processing module 60. The rinse 
from port 326 is sent into and expressed out of the 
processing module and pushes the remaining cells in 
the line through port 336. valve 334 and out of port 324 
to the product bag. 45 
[0099] Alternatively, ports 324-332 could be kept 
closed, gate valve 334 opened, and fluid from any of 
ports 302-312 could exit out of port 336 to processing 
module 60. During cell processing described above, 
each fluid source connected to ports 302-31 2 is pumped 50 
into the processing module 60 at different times during 
the processing procedure (see Fig, 4). 
[0100] A source of fluid received on one of ports 
324-332 also could pass through gate valve 334 to a 
third manifold channel 335 and exit port 336 to process- 55 
ing module 60. For example, biological cells received 
from cell bag 1 6 connected to port 332 will travel through 
the manifold 335 and out of port 336 to the processing 



module 60. As with fluids received via any of ports 
324-332, the cells travel from the bag 16 through the 
manifold 256 and to the processing module 60 via grav- 
ity, since the cell bag is placed above the distribution 
manifold and the distribution manifold is above the 
processing module 60. 

[0101] Fluids can also be expressed off from the cen- 
trifuge 62 of the processing module 60. traveling into 
port 336, through channel 335 and gate valve 334. to 
any of ports 324-332. For example, in the preferred em- 
bodiment described above the centrifuge 62 will express 
off waste and product to ports 328 and 324, respectively. 
[0102] Third manifold channel 335 includes a cuvette 
348 that leads to port 336 which is connected via tubing 
directly to processing module 60. The cuvette 348 is 
where processed fluid from processing module is de- 
tected by the optical sensor 58. The emitter of the optical 
detector is 294 is received in a cover 338 of the front 
plate 301 on one side of the cuvette, while the detector 
296 Is disposed in recess 340 on an opposing side of 
the cuvette. Thus, the detector can detect infrared light 
emitted through the fluid within the cuvette and detect 
the change to red blood cells that occurs after waste is 
expressed off by the centrifuge of the processing mod- 
ule 60. When the change is detected port 328 connected 
to the waste bag 72 is closed, and the process can either 
send the red blood cells back to the processing module 
60 for further processing, or, if the process is finished, 
send them to the product bag by opening port 324. 
[0103] The load cell 288 of the pump valve assembly 
252 (see Fig. 10) is disposed beneath inlet 318 and port 
320 to sense the fluid pressure being received in inlet 
318. Load cell 288 senses high-pressure conditions 
which occur, for example, when the processing module 
is filled with fluid. For example, if fluid from one of ports 
302-312 is being pumped to the processing module 60, 
when the processing module is filled the pressure will 
rise dramatically and be sensed by the load cell. The 
increased pressure signal is sent back to the control 
module which turns off pump 42. Sensor 288 also sens- 
es alarm conditions which can occur if there is a clog 
downstream from inlet 318 and port 320. A second load 
sensor 290 is placed beneath port 336 and senses the 
pressure in the centrifuge seal of the processing module 
60. Thus, if the pressure in the seal at the centrifuge is 
too great, the processing can be discontinued or centri- 
fuge speed reduced. 

[0104] The remaining port 342 receives a sterile air 
hose 293 and filter from pump valve assembly 252 and 
is connected from front plate 301 via a tubing to process- 
ing module 60 which uses the sterile air to create a pres- 
surized sterile environment. Openings 346 and 344 re- 
ceive attachment fingers 373 and 374 (see Fig. 16) of 
connector 260. It should be noted that the particular ar- 
rangement of the ports, recesses, and manifold chan- 
nels of the distribution manifold may be configured in 
numerous different ways to accomplish transfer of dif- 
ferent fluids to different locations, and the invention is 
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not limited to the particular arrangement shown in the 
figures. 

[0105] Referring to Figs. 11-13, the distribution man- 
ifold has three main components, a front plate 301, a 
flexible membrane 303 and a back plate 305. The front 
plate and back plate are injection molded plastic com- 
ponents made of amorphous clear polymer with high 
flexural modulus and good impact strength such as 
acrylic. Other materials may be used, for example, poly- 
carbonate (PC), styrene acrylonitrile (SAN), polyester 
and copolyester, clear acrylonitrile butadiene styrene 
(ABS), polystyrene, polymethylpentene (TPX). 
[0106] The flexible membrane 303 is made of a soft 
silicon material chosen for its ability to resist compres- 
sion set and its load tensile modulus. Other materials 
can be used to form the membrane, such as thermo- 
plastic elastomers (TPE). The distribution manifold 256 
is assembled by sandwiching the membrane 303 be- 
tween the front and back plate 301 and 305 and ultra- 
sonic welding the front and back plate to one another. 
The front and back plate exert compressive force on the 
membrane. 

[0107] Fig. 12 shows a rear view of the front plate 301. 
Membrane 303 covers and seals with front plate 301 to 
form manifold channels 319, 314 and 335. The mem- 
brane 303 is compressed by the back plate 305 in order 
to form a good seal with the front plate 301 to prevent 
any fluid leakage out of manifold channels 314, 31 9 and 
335, or any of the ports. 

[0108] The distribution manifold 256 is constmcted by 
laying the membrane 303 (as it Is oriented in Fig. 13) 
over the rear of the front plate 301 (as it is oriented in 
Fig. 12). The side of the membrane that contacts the 
front plate is flat while the opposing side that contacts 
the back plate 305 includes bumps 355 which the sole- 
noid plungers 264-284 are adapted to deflect to close 
the ports associated with and covered by the bumps 355 
on the membrane. As seen by comparing Figs. 11 and 
12, bumps 355 cover ports 302-312 as well as ports 
324-332. A section 360 of the membrane fomied without 
a bump and Is used to close off gate valve 334 and re- 
ceives a solenoid plunger (286) which is shaped slightly 
different to close off the gate valve 334 that connects 
manifold channels 319 and 335. The back plate 305 and 
the membrane 303 include apertures 388 and 361 
through which the optical emitter passes. 
[0109] The rear surface of front plate 301 also in- 
cludes a plurality of welding ribs 351 where the back 
plate 305 is to be ultrasonically welded to the front plate. 
The membrane is shaped to not interfere with the weld- 
ing ribs and includes holes 356 and 357 which accom- 
modate the ribs so they can be welded to the back plate. 
The weld is shown in Fig. 14 in which rib 351 is welded 
to back plate 305. The weld is formed at rib joint 367 In 
which part of the rib 351 is melted into back plate 305. 
[01 10] Areas 362 and 363 of the membrane 303 over- 
lie areas 388 and 389 of the rear of the front plate. Load 
cells 288 and 290 contact the membrane at 362 and 363 



through back plate holes 390 and 391, respectively, to 
sense the fluid pressure from fluid passing into inlet 318 
and fluid passing into or out of port 336. 
(01 11 J The front plate also includes pins 350 and 353 
5 adapted to extend through the membrane 303 (through 
holes 358 and 359) and back plate 305 (through holes 
365 and 352) in order to center the membrane 303 and 
back plate 305 properiy on the front plate 301 . The pins 
are hollowed (see Figs. 11 and 13) to receive mounting 
^0 pins 398 and 399 of pump valve assembly 252 which 
extend through the platen 262. Pins 350 and 353 are 
slotted to accommodate for manufacturing tolerances. 
The slotting of pin 353 (see Fig. 12) is oblong to accom- 
modate the greater horizontal tolerances due to the 
^5 shape of the manifold 256. 

[0112] The front plate further Includes openings 346 
and 344 for receiving attachment fingers 373 and 374 
of connector 260. To properiy position and hold the 
membrane in place as well as to form a seal, the front 
20 plate includes raised ridges 364 (see Fig. 1 4) which sink 
into membrane 303 when it is compressed between 
front plate 301 and back plate 305. Solenoid plungers 
are received in holes 307 in the back plate and will de- 
press and deflect the exposed membrane at bump 355 
25 to close a respective port. The plunger closes off the 
port by deflecting the membrane up to seal with surface 
392 (see Fig. 14) of the front plate port. The membrane 
is slightly thinned surrounding the button 355 at 393 in 
order to assist the membrane In deforming to close the 
30 port. 

[0113] The cross-section shown In Fig. 12 also shows 
a connector port 366 attached which is part of the con- 
nector 260 (see Fig. 7) which is attached to the face of 
the front plate. As seen in Fig. 8, ports 302, 304, 306. 

35 308 and 310 are shaped to accommodate connector 
260 rather than directly receive tubing as ports 324, 326. 
328. 330, 332 and 336 do. Alternatively, the ports 
302-310 can be formed like ports 324-336 to directly re- 
ceive tubing if it is not desired to use connector 260. 

fo [0114] As seen in Figs. 15 and 16, the connector 260. 
which Is made of injection molded plastic, includes cy- 
lindrical extensions 375-378 which are adapted to sit in- 
side and to mate with an interior surface of ports 304, 
306. 308 and 310. respectively. The connector assures 

45 that the process fluids from different sources are con- 
nected to the proper port of the distribution manifold. 
The cylindrical extensions are constructed to sit in be- 
tween an inner ring 394 and an outer ring 395 of the port 
(see Figs. 10 and 14). O-rings 379 (see Fig. 11) are 

50 adapted to sit between the extensions 375-378 and 
ports 304-310 to provide a seal. Attachment fingers 373 
and 374 snap into the front plate openings 344 and 346. 
[0115] Ports 368. 369, 370 and 371 of connector 260 
feed to respective extensions 375-378, and are attach- 

55 able to tubing which Is connected to a multi-compart- 
ment bag 380 as shown in Fig. 17. The bag 380 contains 
compartments 381 , 382. 383 and 384 which can contain 
different types of processing chemicals, such as DPP. 



15 



29 



EP1 Oil 752 B1 



30 



PEG, storage solution (ASS), and PCI, respectively. The 
bag can be shipped with connector 260 attached as 
shown in Fig. 17. The connector 260 will assure that 
tubes 385 are connected in the proper order to ports 
302, 304. 306. 308 and 31 0 of front plate 301 . The bag 5 
380 is constructed of Cryovac M312, which is resistive 
to chemicals having a high pH like, for example, DPP 
and PCI. The compartments arc formed by heat sealing 
two sheets of Cryovac M312 together. Holes 396 arc 
used to hang the bag. io 
[0116] Port 366 (see Fig. 14) sits on port 302. and is 
for receiving an additional connector associated with a 
bag that holds the enzyme for processing biological 
cells. The enzyme bag connector snaps into slots 397 
of port 366 and seals with an O-ring in port 302 in a man- ^ 5 
ner similar to cylindrical extensions 375-378. 
[0117] Fig. 18 depicts apparatus 10 in a left side per- 
spective view showing the expressor system compo- 
nents more clearly in assembled and mounted relation- 
ship relative to the overall apparatus 1 0. In particular, a 20 
motor 400 for rotatably driving a chuck or rotor (de- 
scribed in detail below), separation posts 401, bearing 
housing 402, mounting plate 403. bucket 404. a sliding 
cover 405 and an infrared sensor housing assembly 406 
are shown in Fig. 18. 25 
[0118] As shown in Figs. 19-27, the bucket 404 re- 
ceives a chuck or rotor 408 which is rotatably drivable 
around central axis 430 via interconnection to motor 400 
through shaft 450 which is housed within bearing hous- 
ings 451-453 and coupling 452. As shown in Fig. 12, 30 
motor 400 rotatably drives shaft 455 which is connected 
to shaft 450 which is connected to chuck 408 which is 
mounted via grooves 456 and posts 457 (Figs. 21 and 
22) within bucket 404 for rotation therein. 
[0119] As best shown in Fig. 28. expressor fluid is 35 
pumped from an external source 425. i.e. external to the 
rotor, shaft and motor components, into a scaled annular 
space 458 which communicates with an axial fluid pas- 
sage 416 through drive shafts 455 and 450. The axial 
fluid passage 416 communicates with a passage 459 in 40 
chuck 408 which communicates with grooves 41 0 on the 
inside surface of chuck 408 (Figs. 19 and 20). As best 
shown In Fig. 20. the fluid delivery grooves extend radi- 
ally outwardly along a central flat circular surface 460 
and further radially outwardly along the curved inside 45 
surface of chuck 408. 

[01 20] A pair of bearing seals 462. Fig. 26. enable the 
delivery of fluid from (and to) a stationary source 425 
into space 458 and through the axis passage 41 6 of ro- 
tating shafts 455 and 450. Bearings 464, Fig. 26, rotat- 50 
ably mount shaft 450 within housing 451 . 
[0121] The chuck 408 has a round, donut or dish 
shaped chamber 421 (Figs. 21. 22, 23, and 24) within 
which the separation process occurs. The overall cham- 
ber 421 is divided into two separate enclosures, one be- 55 
ing the space below flexible membrane 411, the other 
being the space within chamber 421 above membrane 
411. The space below membrane 411 is sealably en- 



closed via the sealed mating of the underside of the out- 
side circumference of membrane with the circumferen- 
tial rim 409 (Figs. 19 and 20) of chuck 408 which is ac- 
complished via the bolting of ring 412 (Figs. 21 and 22) 
to rim 409 with membrane 411 sandwiched therebe- 
tween. Membrane 411 is also sealably mated to the cen- 
tral flat surface 460 of chuck 408 via the bolting of chuck 
plate 41 3 (Figs. 20 and 21 ) to the center of chuck 408 
with the center of membrane 411 sandwiched therebe- 
tween (Figs. 20 and 21). 

[0122] The flexible membrane 411 comprises a resil- 
ient stretchable or flexible material typically an elasto- 
meric material such as silicone, urethane or other suit- 
able engineering elastomer such as Eastman Ecdel or 
DuPont Hytrel. The membrane 411 is non-permeable to 
fluid or gas and inert and/or non-reactive and/or non- 
porous to conventional aqueous and organic fluids and 
biological cells such as blood cells. The membrane 411 
material is selected to be a material which stretches and 
contracts, is resilient, robust, and does not crease or de- 
form upon stretching or contracting. 
[0123] In the chamber space 426 above the top sur- 
face of membrane 411 within chamber 421 is mounted 
round fluid enclosure 604 (Figs. 19, 21 and 22) within 
which one or more fluid materials to be processed in 
some fashion is/are disposed. The fluid enclosure 604 
comprises a flexible material, typically a sheet of plastic 
which is non-porous and inert to aqueous and biological 
fluids generally. The plastic material of the fluid enclo- 
sure 604 typically comprises polyvinyl chloride (PVC), 
polyethylene, inert multllayered coextruded plastics 
such as Cryovac M312, Eastman Ecdel elastomer or 
other equivalent flexible, inert plastic sheet material. 
The fluid enclosure 604 typically comprises an enclo- 
sure such as a bag (which may be disposable) or other 
donut shaped enclosure having at least one wall or side 
comprised of a sheet of the flexible plastic material, the 
outside surface of which faces the upper/outside sur- 
face of membrane 411 . 

[0124] The fluid enclosure 604 is typically filled with 
two or more fluids, such as an aqueous solution and a 
collection of biological cells which are to be separated 
from each other via centrifugal force or via gravity/sed- 
imentation. For these purposes, a collection of cells 
which is capable of flowing relatively smoothly through 
conventional fluid flow tubing (e.g. having a diameter of 
at least about 0.10 inches) is considered to be a fluid or 
fluid material. 

[0125] Where two or more fluid materials are Input into 
or disposed In the fluid enclosure 604, each fluid mate- 
rial has a different density. The density of any and all 
materials which are input into or disposed within the fluid 
enclosure 604 is most preferably selected to be less 
than the density of the expressor fluid which Is selected 
for input into the expressor space or chamber 420 (Figs. 
21-25). 

[0126] The density of the expressor fluid is preferably 
selected to be greater than the density of each of the 
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materials disposed in the enclosure 604 so that upon 
rotation of chuck or rotor 408, the expressor fluid will 
preferentially travel to the outermost circumference of 
the chamber 421 under the centrifugal force, as best 
shown In Figs. 24 and 25, wherein in Fig. 24. a first se- 
lected volume of expressor fluid has been pumped into 
space/enclosure 420 and wherein in Fig. 25 a second 
greater volume of expressor fluid has been pumped into 
space/enclosure 420. Figs. 24 and 25 demonstrate that 
as the volume of expressor fluid is increased within en- 
closure 420, during the course of rotation of chuck or 
rotor 408, the flexible membrane 41 1 stretches/expands 
from the outermost circumferential edge of flexible en- 
closure 604 radially inwardly, thus compressing enclo- 
sure 604 radially inwardly and forcing the fluids to flow 
out of the enclosure 604. through exit port 470, sequen- 
tially according to the density of the fluid materials, least 
dense first to most dense last. 
[0127] In a typical processing cycle, at the beginning, 
the membrane 411 is disposed in a position where the 
membrane 411 is held under suction pressure closely 
adjacent to the curved inner surface of the processing 
chamber 421, as shown in Fig. 13. A processing bag/ 
enclosure 604 which, having a fill volume equivalent to 
space 426 (Fig. 13) is filled with a fluid containing bio- 
logical cells disposed in an aqueous solution containing 
processing materials such as enzymes or buffers. The 
filled enclosure 604 is deposited in space 426 (Fig. 13) 
and the enclosure 604 is retained or fixedly held within 
space 426 via cover plates or doors 415 (Figs. 19-23). 
which are hingedly attached to chuck or rotor 408. At 
least the underside 472 of enclosure 604 (Fig. 1 9) com- 
prises a flexible sheet material. The enclosure 604 is 
positioned within space 426 such that the flexible under- 
side 472 of enclosure 604 faces and/or makes external 
surface to surface contact with membrane 411, as 
shown in Fig. 23. Expressor fluid is then controllably 
pumped from source 425 (Figs. 22 and 26) Into axial 
channel 416 and flows upwardly to channel space 475 
and then through grooves 410 into sealed space 420 
(Fig. 22). During the course of pumping the expressor 
fluid into space 420. the chuck/rotor 408 is typically driv- 
ably rotated, the expressor fluid travels to the outermost 
circumferential volume of the sealed space 420 under 
centrifugal force (Fig. 24) and the membrane 411 is 
stretched/expands radially inwardly and continues to 
expand (as shown in Fig. 25) radially inwardly. As can 
be readily imagined as the volume of expressor fluid in- 
creases within space 420 (Figs. 24 and 25) the bag or 
enclosure 604 is compressed and the fluids contained 
within the bag/enclosure 604 are forced radially inwardly 
to flow out of an exit channel 632 or 636 which are seal- 
ably connected to and communicate with the interior 
space of enclosure 604. 

[0128] In another embodiment, relying on gravity 
force only, the rotor/chuck 408 may not necessarily be 
rotated during input/pumping in of the expressor fluid. 
In such an embodiment, the expressor fluid may fill the 



scaled expressor space 420 from the gravitational bot- 
tom of the chamber 42 1 and expand the space 420 from 
the bottom upwardly compressing the bag/enclosure 
604 from the bottom upwardly. Because the two or more 
5 materials disposed within the bag/enclosure 604 have 
different densities, the two or more materials will sepa- 
rate from each other within the bag/enclosure 604 over 
a certain period of time (depending on the densities of 
the fluid materials) under the force of gravity. Once the 
^0 materials have been allowed to separate over time, the 
expressor fluid may be pumped into space 420 and the 
gravitationally separated materials may be compressed 
out of an exit channel 632, 636 sequentially according 
to their densities, least dense first to most dense last. 
^5 [0129] The expressor fluid is preferably selected to 
have a lubricating effect on the rotating bearing seals 
462 (Fig. 26) and selected to be non-corrosive and not 
overly viscous. Most preferably the expressor fluid is a 
mixture of glycerine and ethylene glycol in a ratio of be- 
20 tween about 40:60 and about 60:40, most preferably 
about 50:50 (having a density of about 1.15) which, for 
the vast majority of biological fluid applications, has a 
density greater than the density of the biological fluids. 
Other examples of expressor fluids having a density 
25 greater than most biological fluids are glycerol and eth- 
ylene glycol diacetate which are less preferred. Any sta- 
ble, non-corrosive, relatively non-viscous fluid prefera- 
bly having a density greater than the density of each of 
the fluid materials disposed in the enclosure 604 may 
^0 be used as an expressor fluid. 

[0130] The enclosure 604 which receives the fluids to 
be processed is a sealed enclosure, preferably having 
a fluid input port 632, 636 which is/are readily sealably 
attachable to a readily selectable source of fluid, such 
35 as wash or preservative or compacting fluid or buffer or 
biological cell containing or enzyme containing fluid. 
Such selectable sources of input fluids may be each 
connected to a manifold or fluid management apparatus 
(e.g. a subassembly or subsystem of module 40, Fig. 1 ) 
40 which can be programmed or otherwise readily control- 
led to deliver a selected fluid for input to the enclosure 
604. An output port of such a manifold or fluid manage- 
ment apparatus is readily sealably connectable to an in- 
put port 632. 636 of the enclosure 604. 
45 [0131] In the embodiment shown in Figs. 13. 28, 29 
and 30, several fluid communication ports 632, 636 are 
provided, each port being both an input and an exit/out- 
put port. In the specific embodiment shown, one fluid 
communication port 632 may be utilized for inputting 
50 and outputting a biological cell material and the other 
port 636 might be utilized for inputting/outputting a 
processing fluid (e.g. buffer or enzyme containing aque- 
ous solution). The ports 632. 636 may be sealably con- 
nected to a fluid management apparatus as discussed 
55 with reference to Fig. 1 , wherein a series of valves are 
utilized to separately enable flow into, out of or through 
one port or another at any given time. The input/output 
ports 632, 636 of the enclosure 604 sealably communi- 
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cate with the interior of enclosure 604 via the assembly 
and fastening together of rotating seal components 630 
(body), 610 (upper seal), 620 (lower seal). 670 (header 
clamp), 680 (base), 681 (plug) (Figs. 28-30) together 
with bag/enclosure 604 so as to provide several sealed 
fluid communication ports 632, 636 into and out of the 
interior 426 of the enclosure 604 (Fig. 13). Another 
channel 634 as shown is provided in the rotating seal 
components 630 and 610 (Figs. 28 and 30) for input of 
sterile gas between and around the undersurface 612 
and upper surface 622 of seal components 610, 620 
which mate and rotate with respect to each other. 
[0132] Most preferably, when biological cells are input 
into enclosure 604 together with a selected processing 
fluid having a predetermined composition, the ratio of 
the amount of biological cells and processing fluid is 
maintained constant between any two or more process- 
ing cycles, i.e. the processing conditions to which any 
two separate aliquots of biological cells are subjected is 
Identical as between separate processing cycles. 
[01331 As can be readily imagined, the volume of fluid 
input into the processing enclosure 604 at the beginning 
of any particular processing cycle may be selectively 
varied, i.e., the processing enclosure 604 may be filled 
anywhere from 0-100% of its volume capacity, with the 
remaining unoccupied volume of the processing cham- 
ber 421 being selectively filled up by inputting or pump- 
ing in an appropriate amount of expressor fluid Into en- 
closure 420. Most preferably, the maximum volume or 
capacity of the processing enclosure 604 is approxi- 
mately equal to or slightly less than the volume of the 
chamber 421. As described above, the hinged doors 
415 are pivotable 490 (Fig. 21) between open and 
closed positions, the doors 415 being shown in the 
closed position in Figs. 21-23, When the doors are 
opened, the bag enclosure 604 is insertable into cham- 
ber 421 and when the doors are closed as shown in Figs. 
21-23, the bag/enclosure 604 is firmly held within the 
volume of chamber 421 . The doors are lockable into the 
closed position shown In Figs. 21-23 by conventional 
means such as a via spring biased hinges 492 or other 
conventional means such as clasps, clamps or the like. 
The undersurface 494 of doors retains the bag/enclo- 
sure 604 within chamber 421 and provides a stationary 
surface against which the bag/enclosure 604 engages 
and thereby is forced to compress under the opposing 
pressure exerted by the flexible membrane 411 on the 
flexible wall of the bag/enclosure 604 when the space 
420 is expanding as described for example above with 
reference to Figs. 24 and 25. Suitable alternative mech- 
anisms to doors 41 5 may comprise, for example, a plate 
or disc which is slidable into a stationary position equiv- 
alent to the closed position of doors 415 (Figs. 21-23). 
[0134] The apparatus Includes a sensor for monitor- 
ing the temperature of the fluids disposed In the 
processing enclosure 604. In a preferred embodiment, 
the temperature sensor comprises an infrared IR ther- 
mocouple 406 (Fig. 19). which detects IR radiation In a 



range of about 2 jjm to 10 |jm emitted through an IR 
transparent window disposed over the bag/enclosure 
604. The transparent window typically comprises ZnSe 
and is coated by a 0.5 mill layer of parylene N. The 
5 parylene N coating Is used to protect the transparent 
window although it has some absorption of the IR radi- 
ation. Other conventional temperature sensors may al- 
so be employed. 

[0135] In a prefen-ed embodiment, the IR thermocou- 

10 pie (e.g. IR t/c,03-J-80F/27C made by Exergen, Corp.. 
51 Water Street, Watertown, MA 02172) integrates the 
detected IR energy to determine the temperature of the 
fluids. This temperature is corrected for the local air tem- 
perature or ambient temperature between the transpar- 

'5 ent window and processing enclosure 604. This air tem- 
perature is measured by a second temperature sensor 
that is a Si diode temperature sensor. The data from the 
Si diode is used for correcting the I R data. 
[0136] Most preferably, the temperature of the fluids 

20 disposed in the processing enclosure 604 Is controlled 
by controlling the temperature of the expressor fluid 
which is input into the expressor chamber/space 420. 
Preferably, the source of expressor fluid 425 (Figs. 
21-23 and 26) which is pumped via pump 502 Into an- 

25 nular space 458 (Fig. 26) and through channel 416 and 
ultimately into chamber space 420. is connected to a 
fluid heating and/or cooling device 506 (Figs. 21 -23 and 
26), which is controlled by a heating and/or cooling con- 
troller 504. The expressor fluid is typically circulated 

30 through a reservoir, within which, the fluid Is in thermal 
contact with certain devices that transfer thermal energy 
to or from the fluid in response to a control algorithm. 
These thermal device may include Peltier Devices, elec- 
tric resistance submersion heaters, air cooled radiators. 

35 or other similar devices or some combination of these 
types of thermal transfer devices. The expressor fluid 
which travels through channel 416 and grooves 410 
makes contact with the surfaces of rotor or chuck 408 
and the membrane 4011 and the shafts 450, 455. Rotor 

40 408 and shafts 450, 455 are typically comprised of a 
heat conductive material such as metal (e.g. steel, iron, 
copper, aluminum or the like) and are thus readily heat- 
ed or cooled to the temperature of the expressor fluid 
with which they are in contact. The temperature of the 

45 expressor fluid is thus readily conducted to the fluids dis- 
posed in the processing bag/enclosure 604 via the rotor 
408, shafts 450, 455 and through the flexible membrane 
411 with which the flexible wall of the bag/enclosure 604 
makes contact within chamber 421 . Thus, by controlling 

50 the temperature of the external source 425 of expressor 
fluid, the temperature of the entire processing system 
including the interior chamber 421 may be controlled. 
[0137] The temperature of the fluid being monitored 
by sensor 406 may be input to a program or circuit 508 

55 connected to controller 504 (Figs. 18. 21-23, and 26). 
The program or circuit 508 preferably includes a sub- 
routine for automatically directing the temperature con- 
troller to heat or cool the temperature of the expressor 
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fluid source 425 to a predetermined constant tempera- 
ture or series of temperatures over a predetermined pe- 
riod of time. The program 508 preferably includes a pre- 
determined algorithm which uses the temperature infor- 
mation signal which is Input from sensor 406 to direct 
control of the temperature controller 504 and heater 
and/or cooler element 506 such that the temperature of 
the external source 425 of expressor fluid is varied de- 
pending on the temperature signal input from sensor 
406. In one embodiment, the temperature of the source 
425 may be cooled by simply terminating heating of the 
expressor fluid 425 thus allowing the fluid 425 to pas- 
sively cool by self-radiation of heat rather than by proac- 
tive cooling. 

[0138] Processing module 60 includes a "rotating 
seal" that is a seal created between moving and station- 
ary components of the centhfugal element. The seal 
acts as a barrier between the interior portion of the sys- 
tem in which processing occurs, which is desirably 
maintained as microbe-free as possible, and a non- 
sterile environment which, at least during a portion of 
the operation of the system, is in communication with 
the environment external to the system. The rotating 
seal also prevents the dispersal of microbes (e.g. virus- 
es) which may exist in a cell sample into the external 
environment. 

[01 39] The rotating seal comprises an upper element 
and a lower element, wherein one element rotates dur- 
ing at least a portion of the operation of the cell process- 
ing system. The rotating seal surrounds an axial open- 
ing through which cells and/or cell elements and 
processing materials are intended to pass during 
processing. 

[0140] Referring again to Fig. 21 , protruding from the 
top of the centrifuge bucket are the first port 632. the 
header shield top 660 and the header shield bottom 650. 
The rotating seal apparatus is mounted to the chuck by 
mounts 686 protruding from the base 680. The mounts 
mate with opposing projections fixed to the chuck, there- 
by transmitting the rotating force of the chuck to the low- 
er parts of the rotating seal apparatus and the process- 
ing container to which the base 680 is mounted. 
[0141] As described above, Fig. 29 depicts an assem- 
bled rotating seal apparatus. The header shield assem- 
bly is comprised of the shield top 660. the shield bottom 
650 and the shield clamp 670. The shield clamp includes 
an inwardly directed flange 672 which overlaps an op- 
positely directed flange on the shield bottom. In alterna- 
tive embodiments, the shield clamp can have a smaller 
diameter than the shield bottom, and have an outwardly 
directed flange to overlap an inwardly directed flange of 
the shield bottom. The shield clamp is mounted on the 
base 680. which in turn is mounted on a processing con- 
tainer. As depicted in Fig. 31. the base 680 includes a 
flange 682 which includes a outwardly directed protru- 
sion 684. When the shield clamp is mounted on the 
base, the protrusion 684 fits into the indentation 674 on 
the inside surface of the shield clamp, thereby holding 



the header shield assembly together and preloading the 
spring 640 to create contact between the sealing sur- 
faces. Ports 632, 634 and 636 are included as inlets and 
outlets for materials passing through the rotating seal 

5 apparatus to a processing container and for providing 
materials to internal portions of the rotating seal appa- 
ratus. These are described in greater detail below. 
[0142] Referring to Figs. 30-33, the rotating seal com- 
prises an upper scaling member 610 and a lower sealing 

10 member 620. As shown in Fig. 31 , when biased togeth- 
er, the contact of the sealing members creates a plurality 
of annular seals. A first seal 700 is formed between seal- 
ing surfaces 612 and 622, and a second seal 702 is 
formed between sealing surfaces 613 and 622. As 

15 shown in Figs. 31, 32 and 34, the scaling face of the 
upper sealing member 610 is formed into two sealing 
surfaces 612 and 613 as lands surrounding a groove 
61 8. The groove forms the upper boundaries of an an- 
nular space 71 0 between the concentric seals 700. 702. 
20 The groove can be cut from or molded into the upper 
sealing member as desired. 

[0143] In the embodiment depicted in Figs. 30-33. the 
sealing face of the lower sealing member 620 is not 
formed into lands and grooves; rather, the sealing sur- 
25 face 622 forms the plurality of concentric seals in com- 
bination with the sealing surfaces 612 and 613, and 
forms the annular space in combination with the groove 
61 8. In alternative configurations of the rotating seal, the 
lower sealing member can include the topography of 
30 lands and grooves and the upper sealing member can 
be planar. In still other embodiments, both the upper and 
the lower sealing members can include lands and 
grooves. The sealing surfaces preferably arc planar, al- 
though other geometries also can be used provided that 
35 a close fit can be achieved between stationary and ro- 
tating members of the rotating seal. 
[0144] The upper and lower sealing members 610, 
620 also each define axial openings 619 and 629, re- 
spectively. Upon assembly of the sealing members in 
^0 axial alignment, the axial openings, the first seal, the an- 
nular space, and the second seal are positioned con- 
centrically relative to each other. 
[0145] The annular space 710 can be in communica- 
tion with the external environment, and preferably is in 
f5 gaseous communication through the channel 616. The 
channel can be formed in either of both of the sealing 
members 610. 620. In preferred embodiments the an- 
nular space 710 constitutes a sterile chamber. Further 
seals, separated by additional annular spaces, may also 
•0 be included in the rotating seal apparatus. 

[0146] The rotating seal apparatus depicted in Figs. 
29-33 also includes a body 630 having ports 632. 634 • 
and 636 which serve as inlets and/or outlets for material 
passing into and out of a processing container to which 
5 the rotating seal apparatus is mounted. The first port 632 
traverses the axial opening of the rotating seal appara- 
tus, terminating at plug 690. The first port preferably 
serves as an inlet into the processing container for cells 
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which are to be processed. The first port additionally 
serves as the outlet for processed cell following the ex- 
ecution of processing steps. The first port can be con- 
nected to a number of tubes, fluid handling manifolds, 
valves etc. as will be known to one of ordinary skill in 5 
the art. 

[0147] The fluid port 636 is in fluid communication with 
the annular space 638 bounded by the exterior surface 
of the first port and the walls of the axial openings 619, 
629, 689, 699 of the upper sealing member 610. lower io 
sealing member 620, base 680 and plug 690. The fluid 
port 636 connects to the annular space below. In certain 
embodiments, the fluid port 636 and annular space 638 
are used for passage of processing materials such as 
wash solutions, buffers, enzymes and the like into the is 
processing container. The fluid port 636 and annular 
space 638 also are used for passage of waste materials 
out of the processing container. This outlet function also 
serves a temperature regulation function. As the sealing 
members of the rotating seal apparatus turn against 20 
each other, local frictional heating of the rotating seal 
apparatus above room temperature occurs. Passage of 
waste materials, which are at temperatures at or below 
room temperature, out of the processing container 
through the annular space 638 and fluid port 636 contact 2S 
the first port 632 and thereby lower the temperature of 
the first port. The cooled first port does not heat cells as 
an uncooled port would upon passage of processed 
cells out of the processing container through the first 
port. As with the first port, the fluid port can be connected 30 
to a number of tubes, fluid handling manifolds, valves 
etc. as will be known to one of ordinary skill in the art. 
[0 1 48] The gas port 634 is in gaseous communication 
with the annular space 710 between the concentrically 
spaced seals 700, 702. The gas port preferably serves 35 
as the inlet for providing sterile air (or other gas) to pres- 
surize the annular space 710. The gas port can be con- 
nected to a number of tubes, filters, valves etc. for pro- 
viding a sterile supply of gas as will be known to one of 
ordinary skill in the art. 40 
[0149] The base 680 and plug 690 fit together as de- 
picted in Fig. 31 . A single unitary base/plug combination 
also could be used as desired. The base 680 serves 
both as a mount for the lower seal member 620 and as 
a mount for the shield clamp 670 by means of the flange 45 
682 and protrusion 684. The base is mounted on the 
processing container to provide fluid communication of 
the first port 632 and the fluid port 636 with the interior 
of the processing container. A plurality of mounts 686 
can pass through sealed portions of the processing con- so 
tainer can be mounted on the chuck of a centrifuge to 
communicate rotation of the centrifuge chuck to the 
base, processing container and lower seal member of 
the rotating seal apparatus. Other means of securing the 
rotating seal apparatus and processing container to the 55 
centrifuge for providing rotation to the processing con- 
tainer are well known to one of ordinary skill in the art. 
(0150] The spring 640 is depicted in Figs. 30-33. and 



comprises a hollow generally cylindrical-shaped elastic 
member having bowed sides. The spring is disposed be- 
tween the header shield top 660 and the body 630. As 
depicted, the spring Is provided with flanges 642, 644 at 
its upper and lower ends. The lower flange 644 fits into 
an annular recess 631 formed in the body. The top 
flange 642 fits against the header shield top. Upon as- 
sembly of the rotating seal apparatus by snapping the 
header shield clamp against the base, the spring is de- 
flected from a first position to a second position which 
provides a "pre-load" of contact forces to the seal mem- 
bers. When the rotating seal apparatus is enclosed in a 
centrifuge, the spring can be deflected to a third position 
of greater deflection which provides an increased con- 
tact force to the seal members, thereby creating an en- 
hanced seal. 

[0151] In contrast to helical springs, the cylindrical 
spring provides a constant biasing force over a wide 
range of compression. The spring has a height h which 
describes the axis of deflection or compression, a width 
w which describes the diameter of the spring in nonde- 
flected or deflected positions, an thickness / and an arc 
a. The height, when the spring compressed from the first 
position, is reduced from to Similariy, the spring 
width is increased on compression from w^ to The 
spring provides constant biasing force over a Ah of at 
least 10%, preferably at least 20%, more preferably at 
least 30% and most preferably at least 50%. Further, the 
spring provides constant biasing force over a Aw of at 
least 1%, preferably at least 2%, more preferably at least 
5% and most preferably at least 1 0%. The range of com- 
pression over which the biasing force is constant also 
can be described by the ratio of Ah.Aw, wherein the 
spring experiences a relatively large Aw for a corre- 
sponding Ah. The thickness I of the spring should not 
be too great as to hinder the bowing of the cylinder sides 
on compression of the spring. A range of thicknesses 
and arcs will be useful to provide proper bowing; these 
ranges can easily be determined by one of ordinary skill 
in the art with no more than routine experimentation, and 
may depend on the particular elastomeric material cho- 
sen for manufacture of the spring. The appropriate thick- 
ness and arcs can be expressed In terms of ratios of h: 
t and h:a, when h, and a are measured In deflected or 
nondeflected positions. 

[01 52] The rotating seal apparatus may be validated 
as "closed" devices, and thereby produce product with 
longer shelf life than prior art rotating seal devices. A 
second annular seal provided circumferentially around 
the first or inner seal provides further assurance of seal 
integrity. To still further promote the sterility of the Interior 
of the seal and processing container, the annular space 
710 can be filled with sterile air and, further, a pressure 
differential may be created such that the sterile air in the 
annular space is at a pressure higher than the pressure 
in the surrounding chamber formed by the header 
shield. Therefore, the flow pattern of the hydrodynamic 
film may be directed away from the sterile Interior and 
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toward the spaces exterior to the rotating seals. Further, 
the chamber formed by the header shield may be pro- 
vided with a steady supply of sterile air at a pressure 
lower than that in the annular space 71 0 but higher than 
ambient pressure. This "double redundancy" of the two 
surrounding sterile chambers at graduating pressures 
is theoretically analogous to that used in the design of 
clean rooms for sterile filing of pharmaceuticals. 
[0153] The annular space 71 0 can be filled with a gas 
or liquid; preferably, the gas or liquid is substantially ster- 
ile. The enclosed space thereby creates a barrier to mi- 
crobes or other particulate materials passing into or out 
of the Interior of the cell processing system. The gas or 
liquid may be introduced into the enclosed space via a 
channel which passes through or between the upper 
and lower elements. For example, referring to Fig. 31. 
air can be pumped through a 0.2 micron filter to assure 
sterility, and then be pumped through the gas port 634 
to the channel 61 6 and into the annular space 71 0. Op- 
tionally the annular space 638 formed between the Inner 
seal 700 and the first port 632 can be pressurized, for 
example when the annular space 638 is not conveying 
reagents into the processing container 604 or waste liq- 
uids out of the processing container. Preferably the an- 
nular space 710 Is pressurized with sterile air at pres- 
sure slightly above atmospheric pressure. For example, 
it has been determined that an air pressure of approxi- 
mately 1 723,6 Pa (0.25 PSIG) suffices to provide a pres- 
surized environment in the annular space to enhance 
the scaling function of the sealing members. Other pres- 
sures and gases can also be employed in similar fashion 
as will be evident to one of ordinary skill in the art. In 
alternative embodiments, the annular space is pressu- 
rized relative to the exterior and interior of the rotating 
seal apparatus by evacuating the exterior and/or interior 
(e.g. the space Inside the header shield and/or the an- 
nular space 638, respectively) by means of a vacuum 
pump or other device which creates a pressure differ- 
ential. 

[0154] In certain embodiments, the sterile air may be 
provided from a pressurized tank that uses a precise 
pressure regulating valve to reduce the tank pressure 
to a level that is slightly positive relative to ambient pres- 
sures (e.g. 1723,6 Pa) (e.g. 0.25 PSIG). A computer 
software controlled "watchdog circuit" may be placed in 
communication with the annular space 710 to indicate, 
in a detectable manner, if and when undesirable pres- 
sure levels in the interior of the cell processing system 
occur Furthermore, alterations in pressure in the annu- 
lar space, detectable by a pressure monitor, may alert 
a system operator that one of the sealing elements has 
been breached and/or the barrier function of the annular 
space has been disrupted. 

[0155] A second redundant sterile chamber can be 
created by the header shield assembly (shield top. 
shield bottom and shield clamp) that surrounds both the 
first and the second seal members. Sterile air may be 
supplied to this chamber at a pressure that Is less than 



that of the annular space between the seals but greater 
than the surrounding ambient condition. The flow of air 
Is from areas of higher pressure to areas of lower pres- 
sure. Therefore, the flow of sterile air may be directed 
5 from the inside of the seal and in an outward direction. 
Potential microbial contamination may thus be swept 
away from the sterile interior of the seal by this flow vec- 
tor. 

[0156] A serpentine seal 676 Is formed between the 
10 close tolerance of the opposing flanges 672, 652 of the 
shield bottom and shield clamp. The serpentine seal 
may create shear forces between the surfaces of the 
flanges which prevent particulate material from the out- 
side the shield from entering the shield and thus the seal 
15 assembly. In general, the serpentine seal acts as a 
physical barrier, if not a seal, to contaminants external 
to the rotating seal apparatus. 
[0157] In additional embodiments, the rotating seal 
apparatus can he formed of two concentric lip seals or 
20 two concentric barrel seals. Between lip seals or barrel 
seals is an annular space analogous to annular space 
710. The annular space is in communication with a 
source of gas or liquid {e.g., sterile pressurized air). Ad- 
ditional seal types will be known to one of ordinary skill 
?5 In the art. 

(01 58] In operation, the rotating seal apparatus is pro- 
vided as a preassembled device, property preloaded by 
spring biasing force to create seals between the upper 
and lower sealing members. The rotating seal appara- 
30 tus is placed in a cell processing system centrifugal de- 
vice, for example by mounting it on a centrifuge chuck 
by the mounts 686. Closing the centrifugal device caus- 
es the compression of the spring to a third position which 
forces the seals Into closer contact than the preload con- 
35 tact and maintains the close contact during rotation. The 
ports 632, 634 and 636 are joined to an appropriate set 
of tubes, optionally via connectors, to provide cells, 
processing materials, sterile air, etc. to the rotating seal 
apparatus and processing container. Upon rotation of 
40 the centrifugal device, the upper seal member, body, 
header shield top and bottom remain stationary and the 
lower seal member, base (and attached processing con- 
tainer), and header shield clamp rotate while the Integ- 
rity of the seals are maintained. 
^5 [0159] The sealing surfaces of the upper and lower 
sealing members can be formed or fabricated of a vari- 
ety of materials well known to one of ordinary skill in the 
art. Suitable materials include ceramics, carbon phenol- 
ic, graphite and graphite derivatives, lubricious plastic 
50 materials such as nylon, delrin, teflon, rulon, bronze and 
alloys thereof, stainless steel, carbon nitrites, etc. The 
sealing members can be manufactured as a single piece 
or as a separate sealing portions and support portions 
of the sealing member. The sealing members can be 
55 manufactured, for example, by injection molding or oth- 
er method of fabrication, followed by making the sealing 
surfaces flat (e.g. by grinding or lapping) and polishing. 
The sealing members thus treated have sealing surfac- 
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es which when contacted essentially prevent fluid pas- 
sage. Preferred materials include ceramics and carbon 
phenolic compounds. In a preferred embodiment, the 
upper and lower sealing elements are formed of ceramic 
which is lapped and polished. 5 
[0160] Other parts of the apparatus are constructed 
of various polymeric materials which preferably are 
FDA-approved for medical devices. The header shield 
top 660, the header shield bottom 650 and the header 
shield clamp 670 are preferably constructed of high im- io 
pact polystyrene (HIPS), although any rigid plastic 
known to one of ordinary skill in the art which has some 
elastomeric properties can be used. The body 630 and 
the base 680 are preferably constructed of polycar- 
bonate which provides good strength and stability. Other ? 5 
like materials can also be used. 
[0161] The spring 640 is constructed of an elastomer- 
ic material, and preferably is constructed of a medium 
durometer silicon material such as thermoset silicon or 
liquid injection molding silicon. One also could use var- 20 
ious rubber materials for the spring, preferably materials 
which are FDA approved for medical devices. 
[0162] The present invention may be used in a variety 
of cell and cell element processing procedures, includ- 
ing collection and/or washing or red blood cells, plate- 25 
lets, lymphocytes, granulocytes, monocytes, and stem 
cells (e.g., from peripheral blood, bone marrow, or cord 
blood), .as well as other methods such as viral inactiva- 
tion. In preferred embodiments, the cell processing sys- 
tem may be used in methods of enzymatically convert- 30 
ing blood type. Other uses for the rotating seal portion 
of the apparatus will be known to one of ordinary skill in 
the art. 

[0163] Where technical features mentioned In any 
claim are followed by reference signs, those reference 35 
signs have been included for the sole purpose of in- 
creasing the intelligibility of the claims and accordingly, 
such reference signs do not have any limiting effect on 
the interpretation of each element identified by way of 
example by such reference signs. 40 
[0164] Additional embodiments are within the follow- 
ing claims: 



Claims 45 

1 . An interactive system for processing biological cells 
maintained in a sterile environment, comprising: 

a supply module (20) constructed and arranged so 
to provide selected amounts of different proc- 
ess chemicals; 

a cell module (12) including a cell sensor (14) 
and a container (16) with biological celts, said 
cell sensor being constructed and arranged to 55 
measure an amount of said biological cells pro- 
vided In said cell container for processing; 
a processing module (60) constructed and ar- 



ranged to process said provided amount of bi- 
ological cells according to a processing algo- 
rithm; 

a set of conduits (17. 28) for connecting said 
supply module (20), said cell module (12) and 
said processing module (60) In a sterile man- 
ner; 

a distribution module (40) constructed and ar- 
ranged to control transfer of said biological cells 
and control individually transfer of said process 
chemicals from said supply module (20) to said 
processing module (60); 
several sensors (14, 29, 55. 58, 66, 76) con- 
structed and an-anged to detect a condition of 
said biological cells and at least some of said 
process chemicals; and 
a control module (80) operatively connected to 
said distribution module (40), said sensors and 
said processing module (60), said control mod- 
ule being constructed and arranged to receive 
from said cell sensor (14) said measured 
amount of said biological cells and calculate, 
using said processing algorithm, amounts of at 
least some of said process chemicals to be 
transferred from said supply module to said 
processing module, said control module being 
also constructed to control said transfer and 
said processing of said biological cells in said 
processing module; 

wherein said modules are constructed and ar- 
ranged to prevent unwanted contamination of said 
cells during said processing. 

2. The interactive system of claim 1 wherein said cell 
sensor includes a weight sensor (14) constructed 
and arranged to weigh said supplied amount of said 
biological cells. 

3. The interactive system of claim 1 wherein said cell 
sensor includes a volume sensor constructed and 
arranged to measure volume of said supplied 
amount of said biological cells. 

4. The interactive system of claim 1 wherein said sen- 
sors include a temperature sensor (66). 

5. The interactive system of claim 1 , 2, 3 or 4 wherein 
said control module (80) is further arranged to se- 
lect an algorithm for said processing based on said 
cell sensor data. 

6. The interactive system of claim 1 , 2, 3, 4 or 5 where- 
in said processing module (60) Includes a process- 
ing vessel constructed and arranged to vary its vol- 
ume relative to a volume of said process chemicals 
and said cells transferred to said vessel for process- 
ing. 
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7. The interactive system of claim 1, 2, 3, 4 or 5 where- 
in said processing module (60) includes a centri- 
fuge (62). 

8. The interactive system of claim 7 wherein said cen- 5 
trifuge (62) is constructed and arranged to vary its 
volume by receiving a filling fluid arranged to occu- 
py a selected volume. 

9. The interactive system of claim 8 wherein said filling io 
fluid is an expressor fluid designed to selectively ex- 
press said process chemicals or said cells during 
centrifugation. 

10. The interactive system of claim 1, 2, 3, 4, 5, 6, 7, 8 ^5 
or 9 wherein said processing module (60) is con- 
structed to agitate, heat, cool or mix said processing 
chemicals and said cells. 

1 1 . The interactive system of claim 1 , 2, 3, 4, 5, 6, 7, 8, 20 
9 or 1 0 wherein said sensors Include an optical sen- 
sor (58). 

12. A method of interactively controlling operation of a 
cell processing system comprising a control module 25 
(80), a processing module (60) connected in a ster- 
ile manner by a set of conduits to a cell module (12) 
and to a supply module (20) that provides selected 
process chemicals, and several sensors (14, 29, 

55, 58 to 66, 76) providing process data to said con- 30 
trol module, said method including 

providing in said cell module (12) biological 

ceils; 

measuring an amount of said provided cells 
and supplying said amount of biological cells to said 35 
processing module (60) for processing; 

providing in said supply module (20) different 
process chemicals according to a processing algo- 
rithm; 

calculating, based on said measured amount 40 
of said biological cells, amounts of at least some of 
said process chemicals using said processing algo- 
rithm; 

dispensing individually from said supply mod- 
ule (20) said calculated amounts of said process 45 
chemicals to said processing module (60), 

processing said cells in said processing mod- 
ule (60) using said processing algorithm; and 

storing said processed cell, whereby prevent- 
ing unwanted contamination of said cells during so 
said dispensing and said processing. 

13. The method of claims 12 wherein said dispensing 
from said supply module (20) said process chemi- 
cals Is performed in several steps according to said 55 
processing algorithm. 

14. The method of claims 13 wherein said supplying of 



said amount of biological cells for processing in said 
cell module is performed interactively with said dis- 
pensing. 

15. A method of processing biological cells in a sterile 
environment comprising: 

providing biological cells; 

measuring an amount of said cells supplied for 

processing; 

providing different process chemicals accord- 
ing to a processing algorithm; 
calculating, based on said measured amount of 
said biological cells, amounts of at least some 
of said process chemicals used in said process- 
ing algorithm; 

dispensing individually said calculated 
amounts of said process chemicals; 
processing said ceils; and 
storing said processed cell, whereby prevent- 
ing unwanted contamination of said cells during 
said dispensing and said processing. 

16. The method of claims 12 or 15 further comprising 
selecting said processing algorithm based on said 
provided cells. 



Patentanspruche 

1. Ein interaktives System fur die Verarbeitung von 
biologischen Zellen, die in einer sterilen Umgebung 
gehallen werden, das folgendes umfasst: 

ein Zufuhrungsmodul (20), das ausgebildet und 
angeordnet ist, um ausgewahlte Mengen von 
verschiedenen Prozesschemikalien bereltzu- 
steilen; 

ein Zellen-Modul (12), das einen Zellen-Sensor 
(14) und einen Behalter (16) mit biologischen 
Zellen einschliefit, wobei der Zellen-Sensor 
ausgebildet und angeordnet ist. um eine Men- 
ge der biologischen Zellen zu messen. die Im 
Zellen-Behalter fur die Verarbeitung bereitge- 
stellt sind; 

ein Verarbeitungsmodul (60), das ausgebildet 
und angeordnet ist, um die zur Verfugung ge- 
stellte Menge an biologischen Zellen In Ober- 
einstlmmung mit einem Verarbeitungsalgorith- 
mus zu verarbeiten; 

ein Satz von Leitungen (17. 28) fur die Verbin- 
dung des Zufuhrungsmoduls (20). des Zellen- 
Moduls (12) und des Verarbeitungsmoduls (60) 

auf eine sterile Art; 

ein Verteilungsmodul (40), das ausgebildet und 
angeordnet ist, um die Uberfuhrung der biolo- 
gischen Zellen zu steuern und um Individueli 
die Oberfuhrung der Prozesschemikalien vom 
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ZufCihrungsmodul (20) zum Verarbeitungsmo- 
dul (60) zu steuern; 

mehrere Sensoren (14. 29. 55, 58. 66. 76). die 
ausgebildel und angeordnet sind, urn einen Zu- 
stand der biologischen Zellen und mindestens 5 
einige der Prozesschemikalien zu erfassen; 
und 

ein Steuermodul (80). das operativ mit dem 
Vertellungsmodul (40), den Sensoren und dem 
Verarbeitungsmodul (60) verbunden ist, wober io 
das Steuermodul ausgebildet und angeordnet 
ist, urn vom Zellen-Sensor (14) die gemessene 
Menge der biologischen Zellen zu erhalten und 
um, unter Venwendung des Verarbeitungsalgo- 
rithmus, die Mengen von mindestens einigen is 
der Prozesschemikalien zu berechnen, die 
vom Zufuhrungsmodul zum Verarbeitungsmo- 
dul uberfuhrt werden sollen, wobei das Steuer- 
modul auch ausgebildet ist. um die Uberfuh- 
rung und die Verarbeitung der biologischen Zel- 20 
len im Verarbeitungsmodul zu steuern; 

worin die Module ausgebildet und angeordnet 
sind, um die ungewollte Kontamination der Zellen 
wahrend der Verarbeitung zu verhindern. 25 

Das interaktive System nach Anspruch 1, worin der 
Zellen-Sensor einen Gewichtssensor (14) ein- 
schlieRt. der ausgebildet und angeordnet ist, um die 
zugefiihrte Menge an biologischen Zellen zu wie- 30 
gen. 

Das interaktive System nach Anspruch 1 , worin der 
Zellen-Sensor einen Volumensensor einschliefit, 
der ausgebildet und angeordnet ist, um das Volu- 35 
men der zugefuhrlen Menge an biologischen Zellen 
zu messen. 

Das interaktive System nach Anspruch 1 . worin die 
Sensoren einen Temperatursensor (66) einschlie- <o 
lien. 

Das interaktive System nach Anspruch 1, 2, 3 Oder 
4, worin das Steuermodul (80) weiterhin angeord- 
net ist. um einen Algorithmus fur die Verarbeitung 45 
basierend auf den Zellen-Sensor-Daten auszuwah- 
len. 

Das interaktive System nach Anspruch 1. 2, 3, 4 
Oder 5, worin das Verarbeitungsmodul (60) einen so 
Verarbeitungsgefafi einschlieRt, das ausgebildet 
und angeordnet ist, um sein Volumen relativ zum 
Volumen der Prozesschemikalien und der Zellen zu 
variieren, die zum GefaB zur Verarbeitung uberfuhrt 
werden. 55 

Das interaktive System nach Anspruch 1 , 2, 3. 4 
Oder 5, worin das Verarbeitungsmodul (60) eine 



Zentrifuge (62) einschliedt. 

8. Das interaktive System nach Anspruch 7, worin die 
Zentrifuge (62) ausgebildet und angeordnet ist, um 
ihr Volumen durch das Erhalten eines Fullfluids zu 
variieren, das angeordnet ist. um ein ausgewahltes 
Volumen einzunehmen. 

9. Das interaktive System nach Anspruch 8, worin das 
Fullfluid ein Expressor-Fluid ist, das gestaltet ist, 
um die Prozesschemikalien oder die Zellen wah- 
rend der Zentrifugation selektiv auszupressen. 

10. Das Interaktive System nach Anspruch 1, 2. 3, 4, 5, 
6, 7, 8 Oder 9, worin das Verarbeitungsmodul (60) 
ausgebildet ist, um die Prozesschemikalien und die 
Zellen zu ruhren, zu erhitzen, zu kuhlen oder zu mi- 
schen. 

1 1 . Das interaktive System nach Anspruch 1,2.3,4,5, 
6. 7, 8, 9 Oder 10, worin die-Sensoren einen opti- 
schen Sensor (58) einschliefien. 

12. Ein Verfahren fur die interaktive Steuerung des Be- 
triebs eines Zellenverarbeitungssystems, das ein 
Steuermodul (80), ein Verarbeitungsmodul (60), 
das auf eine steriten Art durch einen Satz von Lei- 
tungen mit einem Zellen-Modul (12) und einem Zu- 
fuhrungsmodul (20) verbunden ist, das ausgewahl- 
te Prozesschemikalien bereitstellt, und mehrere 
Sensoren (14. 29, 55. 58, 66, 76) umfasst, die Pro- 
zessdaten fur das Steuermodul bereitstellen, wobei 
das Verfahren folgendes einschliefit: 

Bereitstellung von biologischen Zellen im Zel- 
len-Modul (12): 

Messung einer Menge der bereitgestellten Zel- 
len und Zufuhnjng der Menge an biologischen 
Zellen zum Verarbeitungsmodul (60) fur die 

Verarbeitung; 

Bereitstellung im Zufuhrungsmodul (20) von 
verschiedenen Prozesschemikalien in Uber- 
einstimmung mit einem Verarbeitungsalgorith- 

mus; 

Berechnung, basierend auf der gemessenen 
Menge der biologischen Zellen, von Mengen 
von mindestens einigen der Prozesschemikali- 
en unter Verwendung des Verarbeitungsalgo- 

rithmus; 

individuelle Abgabe vom Zufuhrungsmodul 
(20) der berechneten Mengen der Prozessche- 
mikalien zum Verarbeitungsmodul (60); 
Verarbeitung der Zellen im Verarbeitungsmo- 
dul (60) unter Venwendung des Verarbeitungs- 
algorithmus; und 

Lagerung der verarbeiteten Zelle, wodurch die 
ungewollte Kontamination der Zellen wahrend 
der Abgabe und der Verarbeitung verhindert 
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wird. 

13. DasVerfahrennachAnspruch 12, worindie Abgabe 
der Prozesschemikalien vom Zufuhrungsmodul 
(20) in mehreren Schritten In Obereinstimmung mit 5 
dem Verarbeitungsalgorilhmus durchgefOhrt wird. 

14. Das Verfahren nach Anspruch 13, worin die Zufuh- 
rung der Menge an biologischen Zellen fur die Ver- 
arbeitung im Zellen-Modul interaktiv mit der Abgabe io 
durchgefuhrt wird. 

15. Ein Verfahren fur die Verarbeltung biologischer Zel- 
len In einer sterllen Umgebung, das folgendes um- 
fasst: 15 

Bereltstellung von biologischen Zellen; 

Messung einer Menge der Zellen, die fur die 

Verarbeltung zugefuhrt wird; 

Bereitstellung von verschiedenen Prozessche- 20 

mikalien in Obereinstimmung mit einem Verar- 

beitungsalgohthmus; 

Berechnung, basierend auf der gemessenen 
Menge der biologischen Zellen, von Mengen 
von mindestens einigen der Prozesschemlkali- 25 
en, die im Verarbeitungsalgorithmus verwendet 

werden; 

Individuelle Abgabe der berechneten Mengen 
der Prozesschemikalien; 

Verarbeltung der Zellen; und 30 
Lagerung der verarbeiteten Zelle, wobei die un- 
gewollte Kontamination der Zellen wahrend der 
Abgabe und der Verarbeitung verhindert wird. 

16. Das Verfahren nach den Anspruchen 12 Oder 15. 35 

das weiterhin das Auswahlen des Verarbeitungsal- 
gorithmus basierend auf den bereitgestellten Zellen 
umfasst. 

40 

Revendications 

1. Systeme interactif pour traiter des cellules biologi- 
ques malntenues dans un environnement sterile, 
comprenant : 45 

un module d'alimentation (20) constrult et 
agence pour fournir des quantites choisies de 
produits chimiques de procede differents ; 

so 

un module de cellules (12) incluant un capteur 
de cellules (14) et un recipient (16) avec des 
cellules blologlques, ledit capteur de cellule 
etant constrult et agence pour mesurer une 
quantite desdites cellules biologiques fournies 55 
dans ledit recipient de cellules pour traitement ; 

un module de traitement (60) construit et agen- 



ce pour traiter ladite quantite fournie de cellules 
biologiques selon un algorithme de traitement; 

un ensemble de conduits (1 7,28) pour relier le- 
dit module d'alimentation (20), ledit module de 
cellules (12) et ledit module de traitement (60) 
d'une maniere sterile ; 

un module de distribution (40) construit et 
agence pour commander le transfert desdites 
cellules biologiques et commander individuel- 
lement le transfert desdits produits chimiques 
de procede depuis ledit module d'alimentation 
(20) vers ledit module de traitement (60) ; 

plusieurs capteurs (14, 29. 55, 58, 66, 76) cons- 
trults et agences pour detecter une condition 
desdites cellules biologiques et au moins cer- 
tains desdits produits chimiques de procede ; 
et 

un module de commande (80) relle de maniere 
operationnelle audit module de distribution 
(40), lesdits capteurs et ledit module de traite- 
ment (60), ledit module de commande etant 
construit et agence pour recevoir depuis ledit 
capteur de cellules (14)laditequantitemesuree 
desdites cellules biologiques et pour calculer, 
en utilisant ledit algorithme de traitement, des 
quantites d'au nioins certains desdits produits 
chimiques de procede devant etre transferes 
dudit module d'alimentation audit module trai- 
tement, ledit module de commande etant ega- 
lement construit de maniere a commander ledit 
transfert et ledit traitement desdites cellules 
biologiques dans ledit module de traitement ; 

lesdits modules etant constrults et agences 
pour empecher une contamination non voulue 
desdites cellules au cours dudit traitement. 

2. Systeme interactif selon la revendication 1 , dans le- 
quel ledit capteur de cellules comprend un capteur 
de poids (14) construit et agence pour peser ladite 
quantite alimentee desdites cellules biologiques. 

3. Systeme Interactif selon la revendication 1 . dans le- 
quel ledit capteur de cellules comprend un capteur 
de volume construit et agence pour mesurer un vo- 
lume de ladite quantite alimentee desdites cellules 
biologiques. 

4, Systeme interactif selon la revendication 1 . dans le- 
quel lesdits capteurs comprennent un capteur de 
temperature (66). 

5, Systeme interactif selon la revendication 1 . 2, 3 ou 
4, dans lequel ledit module de commande (80) est 
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en outre agence pour selectlonner un algorithme 
pour ledit traitement base sur des donnees dudit 
capteur de cellules. 

6. Systeme interactif selon la revendicatron 1 , 2, 3. 4 5 
ou 5, dans lequel ledit module de traitement (60) 
comprend un recipient de traitement construit et 
agence pour que son volume varie par rapport a un 
volume desdits produits chimiques de precede et 
desdites cellules transferees audit recipient pour io 
traitement. 

7. Systeme interactif selon la revendication 1. 2, 3. 4 
ou 5, dans lequel ledit module de traitement (60) 
comporte une centrifugeuse (62). is 

8. Systeme interactif selon la revendication 7, dans le- 
quel ladite centrifugeuse (62) est construite et 
agencee pour que son volume varie en recevant un 
fluide de remplissage con^u pour occuper un volu- 20 
me choisi. 

9. Systeme interactif selon la revendication 8, dans le- 
quel ledit fluide de remplissage est un fluide d'ex- 
pulsion congu pour expulser selectlvement lesdits 25 
produits chimiques de precede ou lesdites cellules 

au cours de la centrlfugation. 

10. Systeme interactif selon la revendication 1. 2, 3. 4, 

5, 6, 7, 8 ou 9, dans lequel ledit module de tralte- 30 
ment (60) est construit pour agiter, chauffer, refroidir 
ou melanger lesdits produits chimiques de traite- 
ment et lesdites cellules. 

11. Syst6me Interactif selon la revendication 1 . 2, 3. 4, 35 
5, 6. 7, 8, 9 ou 1 0, dans lequel lesdits capteurs com- 
prennent un capteur optique (58). 

12. Precede pour commander de manlere Interactive le 
fonctionnement d*un systeme de traitement de eel- 40 
lules comprenant un module de commande (80). un 
module de traitement (60) connecte d'une maniere 
sterile par un ensemble de conduit a un module de 
cellules (12) et a un module d'alimentation (20) qui 
fournit des produits chimiques de precede choisi, et 45 
plusieurs capteurs (14,29.55.58.66.76) fournissant 
des donnees de precede audit module de 
commande . ledit precede comprenant les etapes 
consistent a : 

50 

fournlr des cellules bioleglques audit module de 
cellules (12); 

mesurer une quantite desdites cellules fournles 
et delivrer ladite quantite de cellules biolegi- 55 
ques audit module de traitement (60) pour 
traitement ; 



fournlr audit module d'alimentation (20) diffe- 
rents produits chimiques de precede selon un 
algorithme de traitement ; 

calculer. sur la base de ladite quantite mesuree 
desdites cellules biologiques des quantites 
d'au molns certains des produits chimiques de 
procede en utilisant ledit algorithme de 
traitement ; 

delivrer individuellement depuis ledit module 
de commande (20) lesdites quantites calculees 
desdits produits chimiques de traitement audit 
module de traitement (60) ; 

tralter lesdites cellules dans ledit module de 
traitement (60) en utilisant ledit algorithme de 
traitement ; 

et stecker ladite cellule traitee. tout en empe- 
chant une contamination non voulue desdites 
cellules au cours desdites etapes de delivrance 
et de traitement. 

13. Procede selon la revendication 12, dans lequel 
I'etape de delivrance desdits produits chimiques de 
procede depuis ledit module d'alimentation (20) est 
effectuee en plusieurs etapes selon ledit algorithme 
de traitement. 

14. Procede selon la revendication 13, dans lequel la- 
dite etape d'alimentation de ladite quantite de cel- 
lules biologiques pour traitement dans ledit module 
de cellules est effectuee de maniere interactive 
avec ladite etape de delivrance. 

15. Procede pour traiter des cellules bioleglques dans 
un envlrennement sterile comprenant les etapes 
consistent a : 

fournir des cellules biologiques ; 

mesurer une quantite desdites cellules alimen- 
tees pour traitement ; 

fournlr differents produits chimiques de prece- 
de selon un algorithme de traitement ; 

calculer sur la base de ladite quantite mesuree 
desdites cellules biologiques des quantites 
d'au moins certains desdits produits chimiques 
de procede utilises dans ledit algorithme de 
traitement ; 

delivrer Individuellement lesdites quantites cal- 
culees desdits produits chimiques de procede ; 

traiter lesdites cellules ; et 



26 



51 



EP 1 Oil 752 B1 



stocker ladite cellule traitee, tout en empechant 
une contamination non voulue desdites cellules 
au cours desdites stapes de d^livrance et de 
traitement. 

16. Procede selon la revendicalion 12 ou 15, compre- 
nant en outre Tetape consistant a choisir ledit algo- 
rithme de traitement sur la base desdites cellules 
fournies. 
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FIG. 19 
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FIG. 20 
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